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Case report

Angioimmunoblastic lymphadenopathy with
dysproteinaemia (AILD) and sicca syndrome
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SUMMARY We report a case of AILD and sicca syndrome. The patient had presented with
renal insufficiency, lymphadenopathy, hepatosplenomegaly, polyclonal hypergammaglobulin-
aemia, dryness of the eyes and mouth. Lip biopsy specimens showed an unusual cellular
infiltrate similar to his kidney lesions. Data from the eight previously reported cases support the
hypothesis that the association is a distinct pathological entity differing from pseudolymphoma
and malignant lymphoma, which occur in the course of Sjogren's syndrome. The recognition of
AILD is important because lymphoproliferation may lead to death after a few months.
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Angioimmunoblastic lymphadenopathy with dys-
proteinaemia (AILD) is a lymphoproliferative dis-
order characterised by constitutional symptoms,
rash, hepatosplenomegaly, dysproteinaemia, and
generalised lymphadenopathy.' In the lymph nodes
the histological findings should meet three criteria:
(a) extensive alteration of the nodal architecture;
(b) abundance of small vessels; and (c) polyclonal
proliferation of immune reactive cells.
The outcome of the disease is unpredictable, but

the median survival is only two years. Although the
pathogenesis is unclear, several features suggest that
AILD is a hyperimmune disorder.2 Accordingly,
AILD shares several features with systemic lupus
erythematosus including arthralgia or arthritis.3 The
association of AILD and Sj6gren's syndrome has
also been reported in eight instances, 4-10 but its
significance may have been misunderstood. In Sjog-
ren's syndrome a spectrum of benign to malignant
lymphoproliferation has been proposed.'1 'Pseudo-
lymphoma' occupies the middle of this spectrum.
AILD was thought to belong to this type of
lymphoid involvement in Sjogren's syndrome,4 but
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certain clinical and histological features, as
documented in our patient, suggest that the associ-
ation may be a distinct pathological entity.

Case report

A 70 year old male presented with fatigue, anorexia,
and weight loss. He had had diabetes mellitus and
sicca syndrome for three years. On examination he
was found to have generalised lymphadenopathy,
hepatosplenomegaly, salivary gland swelling,
xerostomia, and keratoconjunctivitis. There was no
arthralgia, fever, or skin lesion but a past history of
unexplained pruritus. Schirmer's test and salivary
scintiscan were markedly abnormal. Proteinuria
(2.4 g/day) and a decreased glomerular clearance
(creatinine 12 ml/min) indicated renal involvement.
Anaemia (Hb 87 g/l) and a raised erythrocyte
sedimentation rate (130 mm/lst h) were also noted.
Serum protein was 10-2 g/100 ml (102 g/l), with a
gammaglobulin of 6.0 g/100 ml (60 g/l) Immuno-
globulin G was 5-5 g/100 ml (55 g/l), immuno-
globulins A and M were normal. Immunoelectro-
phoresis of serum and urine samples did not show
any monoclonal component. Total haemolytic
complement was low (20%): C3 20 mg/100 ml
(200 mg/l), C4 3-8 mg/100 ml (38 mg/l), with cir-
culating C3d. Immune complexes were abundant
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Fig. 1 Lymph node (x210). The nodal architecture has
been destroyed by a lymphoplasmacytic infiltration.

(polyethylene glycol precipitation test and con-
glutinin binding assay), while cryoglobulin, anti-
nuclear antibodies, and anti-smooth muscle anti-
bodies were absent. Coombs' test was negative
and mitogens gave low proliferative responses. The
number of blood T cells was normal but the ratio
OKT4/OKT8 was reversed (29% and 41% re-
spectively). HLA phenotype was A2, A19, B8, B18.
Serum and saliva 12 microglobulin were raised.
A lymphangiogram showed filling defects and an
enlargement of iliac and para-aortic nodes.
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Fig. 2 Lip biopsy (x150). A minor salivary gland
contained a prominent infiltrate lackingfocal organisation.
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Fig. 3 Kidney biopsy (x210). This section shows tubular

degeneration and diffuse infiltration.

PATHOLOGICAL OBSERVATIONS
A lymph node biopsy (Fig. 1) showed that the nodal
architecture was altered, but the peripheral sinuses
remained distinguishable. Patchy infiltrates of the
capsular tissue were noticeable. A pleomorphic
infiltration contained immunoblasts and a large
number of mature plasma cells and lymphocytes.
Some germinal centres were preserved. A marked
proliferation of small vessels was seen within the
infiltrate. Intercellular deposits of eosinophilic
material were stained with periodic acid-Schiff
reagent. Special stain showed a dense network of
reticulin fibres. Immunofluorescence studies con-
firmed the polyclonal origin of the lymphoprolifer-
ation. (The slides were reviewed by Dr Diebold,
who concurred.)
A lip biopsy (Fig. 2) showed that about 80% of

the acini had been destroyed by a diffuse, pleomor-
phic infiltrate containing numerous plasma cells,
lymphocytes, and a few immunoblasts. Although
there was no focal organisation, the lesions were
classified as Sjogren's syndrome, stage 4.12
A kidney biopsy (Fig. 3) showed a similar

lymphoplasmocytic proliferation. Mature plasma
cells were present and tubular sections showed cell
necrosis and vacuolar degeneration.

Discussion

The present case meets the current diagnostic
criteria of AILD and Sjogren's syndrome. This
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association has been previously reported in eight
instances. In the nine patients the clinicopathologi-
cal findings of AILD were unremarkable. The sicca
syndrome was well documented, gland swelling
occurring in five cases. Four patients died within two
years.

AILD is known to involve extranodal tissues.
Lymphoproliferation in the kidneys is held respon-
sible for renal insufficiency. A similar process may
cause eye and mouth dryness. It seems likely that
the exocrine gland involvement is a consequence of
AILD infiltrate spreading to non-lymphoid tissues,
a hypothesis supported in our patient by the striking
similarities between lip and kidney biopsies and, in
other cases, by the diagnosis of AILD before sicca
syndrome.4 6 10 This hypothesis should be sub-
stantiated by further studies of salivary gland in
AILD. In preliminary work a systematic evaluation
of exocrine gland in various lymphoproliferative
diseases showed a number of lacrymal and salivary
dysfunctions. 13 The alternative hypothesis that
AILD develops in a gland involved with Sjogren's
syndrome cannot be easily dismissed. A whole
spectrum of lymphoproliferative disorders has been
reported in Sjogren's syndrome," 14 ranging
from benign to malignant lymphoproliferations.
Furthermore, AILD may be confused with
'pseudolymphoma', described in 1971."' AILD did
not gain wide acceptance until 1975.' In one
instance the diagnosis was corrected upon re-
examination of the slides.8
A similar question arises from recent work by

Koo et al. l5 The authors proposed more demanding
criteria in order to make a distinction between
AILD and another condition in which lymph node
biopsies showed some, but not all, of the morpho-
logical features of AILD. They called this condition
'atypical lymhoplasmacytic and immunoblastic
proliferation' and found that it was often associated
with evidence of autoimmune disease. In the same
article Koo states that AILD has not been reported
in patients with distinct clinically recognisable
immunological disease. (Koo reclassified Pierce's
case 10 upon reviewing the slides; he went further by
interpreting lymph node changes as indicating an
'abnormal immune response', but the postmortem
examination had shown a malignant lymphoma of
the heart and Koo's argument does not seem
compelling.) In our patient the lymph node biopsy
showed all the features of AILD and, kidney lesions
ruled out the atypical lymphoid hyperplasia
described by Koo.
Even if sicca syndrome precedes AILD we think

that the association should be considered as a
distinct pathological entity. Four points are relevant

to this hypothesis. The mean time (1.6 years)
between the diagnosis of sicca syndrome and AILD
is significantly shorter than the time between
Sjogren's syndrome and pseudolymphoma or
lymphoma (nine years). (Pseudolymphoma: 9-0
years, lymphoma: 9-1 years, means of 25 and 30
published cases available to us (p=0.014).) The
onset of AILD is often acute, resembling infection
or drug allergy, or both, unlike the slow onset of
pseudolymphoma. The prognosis of AILD is fatal
within five to 50 months, and the cause of death is
immunodepression, infection, or progression to
lymphosarcoma.16 Prognosis in pseudolymphoma is
better since the disease responds to cytotoxic drugs,
though progression to overt malignancy has been
reported.'7 Finally, in our patient and in least one
other case6 the histological appearance of the lip
biopsy was different from the lesions seen in
Sjogren's syndrome. The focus score was not
applicable, and this now well established diagnostic
criterion for Sj6gren's syndrome was absent.'8
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