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Case report

Systemic lupus erythematosus preceded by long-term
cryoglobulinaemia
J. PEREK, M. MITTELMAN, A. EISBRUCH, AND M. DJALDETTI

From the Department ofMedicine 'B', Hasharon Hospital, Petah- Tiqva, and Tel Aviv University Medical
School, Israel

SUMMARY A patient with cryoglobulinaemia who developed systemic lupus erythematosus (SLE)
10 years later on is described. The relationship between these 2 conditions and the possibility that
cryoglobulinaemia was the early presentation of SLE are discussed.

Cryoglobulinaemia is a condition characterised by
the presence of circulating globulins, which precipi-
tate on exposure to cold. The disease presents with
various clinical symptoms, such as arthralgia, pur-
pura, and multiple organ involvement. Cryo-
globulinaemia may appear as a primary or secondary
disease, or as an early presentation of an infectious,
collagen, or lymphoproliferative disorder.

In the present report we describe a patient in whom
cryoglobulinaemia was an early presenting symptom
which preceded the expression of systemic lupus
erythematosus (SLE) by 10 years.

Case report

A 50-year-old woman, born in Iraq, mother of 2, was
admitted to our department 10 years before because
of purpura and splenomegaly. During her childhood
she suffered from infectious hepatitis. In 1959, while
she was pregnant, a routine blood test showed a
positive VDRL reaction, which later was proved to
be false positive.
On physical examination she looked pale but in a

good general condition. Her temperature was 37°C,
the pulse 80/min and regular, and her blood pressure
90/60 mmHg. The spleen and liver were palpable 3
cm and 1 cm respectively below the costal margin,
both hard and not tender.
The laboratory data showed: Westergren erythro-

cyte sedimentation rate (ESR) of 70/90 mm 1 h,
haemoglobin 10-4 g/dl, haematocrit 30%, reticulo-
cytes 1 6%, white blood cell count 4700/mm3 (4.7 x
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109/l), platelet count 155 000/mm3 (155 x 109/l).
Albumin was 4 33 g/dl (43 g/l), globulins 3 4 g/dl (34
g/l), gammaglobulin 33%, IgM 500 mg/dl (5 g/l),
antinuclear factor 1/40. Cryoglobulins and VDRL
tests were positive. Normal or negative tests
included: lupus erythematosus (LE) cell test, Nelson,
Rose-Waaler, Coombs, and urine analysis. The latex
test was 1/40 and complement 40%.

In June 1978 she was readmitted for evaluation of
weakness, weight loss, arthralgia, and pruritic rash on
the lower limbs. On physical examination, in addition
to the hepatosplenomegaly, a macular, brown dis-
coloration was seen on both her legs.

Laboratory data showed again increased ESR, ele-
vated level of IgM (500 mg/dl (5 g/l)), mixed poly-
clonal cryoglobulin (IgG, IgM), and negative tests for
LE cells and antinuclear factor. Liver needle biopsy
showed hyperplasia of the Kupffer cells, and dilated
sinusoids with mononuclear infiltration of the portal
spaces. Skin biopsy showed blood vessels surrounded
by numerous histiocytes, with amorphic material
inside the endothelium. Congo red staining for
amyloid was negative. Immunofluorescent staining
gave a positive result for IgM in the vessel walls.

In January 1982 the patient developed anaemia,
severe Raynaud's phenomenon with acrocyanosis,
and skin necrosis of the second and third fingers of
her right hand. Laboratory tests showed a positive
LE cell test, antinuclear factor 1/10 240, proteinuria,
granular white and red blood cells, and hyaline casts
in urinary sediment.
The development of anaemia, Raynaud's

phenomenon, renal involvement, and the laboratory
results were compatible with the diagnosis of SLE.
The patient was treated with azathioprine (Imuran)
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100 mg/day, without steroids because of her emo-
tional instability. Two months later her general con-
dition improved, the LE cells disappeared, and the
titre of the antinuclear factor decreased to 1:330.

Discussion

Most of the globulins responsible for the symptoms
and signs of cryoglobulinaemia are immuno-
globulins. Immunochemical analysis of these
molecules has led to their classification into 3
categories.' 2 Type 1 consists of a single monoclonal
cryoglobulin, found most frequently in multiple
myeloma and Waldenstrom's macroglobulinaemia.
Type 2, represented by mixed cryoglobulins with one
monoclonal and one or more polyclonal immuno-
globulins, is found most frequently in rheumatoid
arthritis, Sjogren's syndrome, and lympho-
proliferative disorders, and Type 3, mixed polyclonal
cryoglobulins, is associated most frequently with
infections and autoimmune, lymphoproliferative,
renal, and hepatic disorders and with most cases of
the essential form of cryoglobulinaemia.
The relationship between cryoglobulinaemia and

SLE is well established, and the presence of cryo-
globulins in patients with lupus ranges between 20%
and 80% . 3-7 Almost all workers agree that the pres-
ence of cryoglobulins is related to the disease activity,
and it has been suggested that mixed cryoglobulins
are immune complexes.'
The question whether cryoglobulinaemia may pre-

cede the development of SLE by 10 years, as sug-
gested in our patient, is of special interest. Brouet et
al.1 in a long-term follow-up (mean 9 years) have
found that the initial diagnosis of essential cryo-
globulinaemia in 10 patients had to be dismissed 2 to
10 years later on, when autoimmune diseases or
malignancies of the haematopoietic system became
apparent, but in the 4 SLE patients described in their
series the cryoglobulins were found during the active
phase of the disease.

Invernizzi et al.9 in their long-term follow-up of 35
patients with essential cryoglobulinaemia found that
18 of them remained asymptomatic or without com-
plications, 13 patients developed renal disease, 2 had
hepatic cirrhosis, 1 developed chronic lymphatic
leukaemia, and 1 patient non-Hodgkin's lymphoma.
None of the patients with the initial diagnosis of
essential cryoglobulinaemia developed SLE.
Although the chance association between cryo-
globulinaemia and SLE in our patient cannot be
excluded, the present report demonstrates the neces-
sity of extensive evaluation and long-term follow-up
in each case of essential cryoglobulinaemia, since
cryoglobulinaemia may precede autoimmune and
haematological abnormalities.
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