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Sir,

Schnitzler’s syndrome was first reported in 1972 and

comprises chronic non-pruritic urticaria associated with

intermittent fever, arthralgia, bone pain, hyperostosis,

increased erythrocyte sedimentation rate (ESR) and a

monoclonal IgM gammopathy (1). It is a rare and

probably underdiagnosed disorder: so far about 50 cases

have been reported in the literature. The aetiology of the

syndrome is unknown. Age at onset of Schnitzler’s

syndrome ranges from 29 to 70 years and a slightly

higher prevalence was reported in men (2). Although

most cases follow a benign course, some cases develop a

lymphoproliferative disease (3). We describe here a

patient presenting clinical signs of Schnitzler’s syn-

drome, but without IgM monoclonal gammopathy. In

2000, Husak et al. (4) described a similar case. Other

cases have been described with clinical features of

Schnitzler’s syndrome and gammopathy of non-IgM

immunoglobulin class (3).

CASE REPORT

A 36-year-old man presented a 2-year history of severe chronic
non-pruritic urticaria. Urticarial lesions appeared almost daily
and each lesion lasted from a few hours to a few days, causing
residual pigmentation. He also had arthralgia, bone pain and
intermittent high-grade fever. Fever peaks, sometimes as high
as 40 C̊, were accompanied by worsening of skin rash. On
examination, he had a widespread erythematous, oedematous,
maculopapular rash on his trunk, extremities and face (Fig. 1).

Histological examination of the biopsy from an urticarial
lesion revealed neutrophilic urticaria (Fig. 2). Direct immuno-
fluorescence was negative for IgM, IgG, IgA and C3.
Laboratory investigation showed an ESR of 51 mm/h and
hypoalbuminaemia. Blood counting revealed leukocytosis of
19.846109/l, with 91% of neutrophils, and normochromic
normocytic anaemia (haemoglobin 116 g/l). Serum protein
electrophoresis demonstrated high IgM concentration,
although no clear evidence of monoclonal IgM gammopathy
was found. Total IgM was 3.46 g/l (normal: 0.73–1.71 g/l).
IgG, IgA, complement haemolytic assay (CH50), C3 and C4
were in normal range. b2-Microglobulin was raised at 2.1 g/l
(normal: 1.0–1.7 g/l). Test for rheumatoid factor was positive
at 60.3 UI/ml (normal: v20 UI/ml). There were no antinuclear
antibodies and cryoglobulins. Renal and hepatic profiles were
normal. No Bence-Jones proteinuria was detectable. Multiple
blood cultures were negative. Virological and microbiological
screening revealed no infectious aetiology, including tests for
hepatitis B and C, HIV, HTLV, infectious mononucleosis,
acute cytomegalovirus disease, toxoplasmosis, infective endo-
carditis, syphilis, Lyme disease, brucellosis, histoplasmosis,
aspergillosis, paracoccidioidomycosis, tuberculosis or leprosy.
Analysis of stool specimens showed no parasites or ova.
Studies to detect solid tumours were negative. Analysis of

single-cell cytokine profile revealed normal levels of interleukin
(IL)-1, IL-6, IL-8, IL-10 and IL-12. Skeletal X-ray showed
osteosclerosis of both femora. Thoracic computerized tomo-
graphy demonstrated small para-aortic lymphadenopathy and
abdominal ultrasonography showed splenomegaly and a renal
cyst. Bone marrow histology displayed no abnormality.

Based on these findings, we favoured the diagnosis of
Schnitzler’s syndrome, despite the absence of monoclonal
gammopathy.

The patient received high-dose prednisone, antihistamines,
non-steroidal anti-inflammatory drugs (NSAIDs) and thali-
domide with good control of arthralgia and bone pain, but
without improvement of fever and rash. Interferon alpha-2b
(3 MU s.c., three times per week) was then introduced, with no
additional benefits.

Fig. 1. Erythematous, oedematous, maculopapular rash on the trunk.

Fig. 2. A skin biopsy showing neutrophilic urticaria (6400).
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DISCUSSION

In Schnitzler’s syndrome, patients present chronic non-
pruritic urticaria that usually appears simultaneously

with high-grade intermittent fever. Bone pain, arthralgia

and arthritis are characteristic findings. Additional

features include weight loss, lymphadenopathy and

hepatosplenomegaly.

Laboratory investigations show increased ESR,

neutrophilic leucocytosis, normochromic normocytic

anaemia and, in some cases, elevated platelet counts.
Low levels of complement components, mainly C4, have

also been observed. The presence of rheumatoid factor,

antinuclear antibodies and cryoglobulins was reported

in less than 10% of cases (5–7).

Histopathological findings of clinical urticarial lesions

of Schnitzler’s syndrome are not uniform but usually

demonstrate neutrophilic urticaria. Alterations consis-

tent with leukocytoclastic vasculitis, lymphocytic urti-
caria and spongiotic dermatitis have been reported (8).

In about 25% of patients, direct immunofluorescence

demonstrates monoclonal IgM deposits in skin along

basement membrane or in capillary walls.

Conventional bone radiography shows osteosclerosis

involving mainly the cortices of long bones, beginning

with periostal appositions.

At the time of diagnosis, bone marrow examination is
normal in about 80% of patients. In the remaining 20%,

unspecific, polyclonal, lymphocytic or plasmocytic

infiltrates were observed (5).

In the great majority of patients, monoclonal IgM

gammopathy without features of lymphoproliferative

disease is present. IgM levels may be low (v10 g/l in

67% of patients) and can remain stable or increase

progressively (5). The exact role of the monoclonal IgM
or IgG in the pathogenesis of Schnitzler’s syndrome is

unclear. Intensity of the urticaria is not related to the

level of paraprotein.

Differential diagnosis includes adult-onset Still’s dis-

ease, cryoglobulinaemia, hypocomplementaemic urticar-

ial vasculitis, systemic lupus erythematous and lymphoma.

The disease follows a chronic course. Spontaneous or

treatment-induced remissions have not been reported.
Although 90% of cases follow a benign course, some

cases develop a lymphoproliferative disorder such as

IgM myeloma, Waldenström’s macroglobulinaemia or

lymphoplasmocytoid lymphoma (3).

Treatment of Schnitzler’s syndrome remains difficult

and unsatisfactory. Antihistamines do not control the

skin rash. NSAIDs can control fever and bone pain, but

with variable effect on urticaria. High-dose steroids can
be effective in controlling urticarial rash and fever;

however, this treatment cannot be sustained for long

periods of time because of its side effects. Sulphones,

colchicine, immunosuppressive drugs, plasmapheresis

and high-dose immunoglobulin therapy are ineffective.

Psoralen and ultraviolet A therapy can reduce the

urticaria in some patients. Thalidomide controlled rash,

fever and bone pain in two cases reported in the

literature (9). One patient showed good response to

cyclosporin A (10) and two patients were successfully

treated with interferon alpha-2b (11, 12). So, therapeutic

guidelines remain to be established.

In most cases described in the literature, monoclonal

IgM gammopathy was clearly evident and thus is one of

the criteria that define Schnitzler’s syndrome. However,

in the last decade, some cases have been reported with

paraproteinaemia of different classes (3) and even

without monoclonal gammopathy (4).
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