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CHRONIC URTICARIA IN ELDERLY PEOPLE: A CASE
OF SCHNITZLER SYNDROME

To the Editor: Schnitzler syndrome is a rare and only
recently described syndrome1 characterized by a chronic
urticarial rash and the presence of a monoclonal immuno-
globulin (Ig) gammopathy. Other symptoms include
arthralgia and lymphadenopathy.

An 81-year-old man was first hospitalized in 2002 for
chronic fever associated with urticaria. His medical history
included ischemic cardiac insufficiency, arrhythmia, and
hypertension. There had been no recent modifications of
medications. Clinical examination did not reveal other ab-
normalities. Biological findings showed isolated inflamma-
tion with a C-reactive protein level of 95 mg/L. Renal and
hepatic function and lactate dehydrogenase rate were nor-
mal. The infectious assessments were inconclusive, includ-
ing serology (hepatitis C, Cytomegalovirus, Chlamydiae
pneumoniae, Coxiella burnetti, and Mycoplasma pneumo-
niae) and repeated blood cultures. The laboratory tests were
negative for serum antinuclear antibodies. A bone marrow
biopsy was performed to exclude a lymphoproliferative
disorder, and the results were normal. A thoraco-abdom-
ino-pelvic computed tomographic scan did not show tu-
mors. Corticosteroids were prescribed (15 mg/d), and the

symptoms resolved. Treatment was slowly tapered over a
3-month period with no recurrence.

Four years later, the patient was readmitted for fever of
unknown origin and recurrence of a urticarial rash of 4
weeks’ duration. Virological and bacteriological infections
were excluded. A thoraco-abdomino-pelvic scan showed
pleural effusion. Needle evacuation was performed, but no
malignant process or amyloid deposit was identified. Bio-
logical investigation showed a monoclonal gammopathy of
the IgM type evaluated at 21.9 g/L. According to records
from a previous admission 4 years before, the patient’s IgM
gammopathy had been low then (14.4 g/L). A diagnosis of
Schnitzler syndrome was suspected. A bone technetium
scan was performed but did not show fixation. Treatment
with prednisone was prescribed (15 mg/d), and the patient
improved within 2 days. After 10 months of follow-up, the
patient remains in good health without recurrence despite
tapering of the corticosteroids to 1 mg/month.

A French dermatologist first described Schnitzler syn-
drome in 1972. It is also referred to as chronic urticaria
associated with macroglobulinemia. The incidence of the
disease is unknown. Approximately 90 cases have been re-
ported in the literature.1–3 The mean age of onset is 51, and
few cases have been documented in elderly patients. The
differential diagnosis includes Still’s disease and hemato-
logical or autoimmune disorders.

Cutaneous histopathological examination usually re-
veals neutrophilic urticaria. IgM deposits in the superficial
dermal vessels are detected in 30% of cases. The most
commonly affected areas are the limbs and trunk. In some
patients, alcohol ingestion can induce rashes. It is unclear
whether the IgM gammopathy results from a continuous
antigenic stimulation or whether it is the primary process.
The fever is constant and intermittent, is often well toler-
ated, and resolves spontaneously. The other clinical char-
acteristics are intermittent: bone pain and arthralgia or
arthritis, all of which occur in 59% of cases. The ankles and
the knees are the most commonly affected joints. Enlarge-
ment of the liver or spleen and lymph nodes occurs in 33%
to 50% of cases. Radiological examinations can reveal bone
heterogeneous and focalized densifications. Bone techne-
tium scanning showing hyperfixation can help establish the
diagnosis of Schnitzler syndrome. Histological examination
of a bone specimen might show nonspecific inflammatory
lesions or osteosclerosis with many lymphoid proliferative
islets.

The monoclonal gammopathy is constant, usually of
the IgM type, with a kappa light chain in 89% of cases. It is
important to perform medullar examinations to exclude
hematological proliferation, because a lymphoproliferative
disorder might occur in 15% of cases.

Treatment of Schnitzler syndrome is difficult. Non-
steroidal antiinflammatory drugs, colchicine, or dapsone
can improve the skin symptoms. In some patients, photo-
chemotherapy with psoralen and ultraviolet A therapy can
reduce the intensity of the skin lesions.4 Corticosteroids and
immunosuppressive drugs are required when systemic signs
such as fever or arthralgia are refractory to the first-line
treatment. Successful treatment with interferon, thalido-
mide, or cyclosporin has also been reported.

Schnitzler syndrome is a rare disease that might
occur late in life. Many infectious and hematological
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diseases must be excluded. Low-dose corticosteroid
treatment can be effective, as in the case under discussion.
Long-term follow-up is required because of the risks of
recurrence and possible evolution to a malignant lympho-
proliferative disease. The pathophysiological pathways are
unknown.
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ANTIPLATELET CILOSTAZOL, AN INHIBITOR OF
TYPE III PHOSPHODIESTERASE, IMPROVES
SWALLOWING FUNCTION IN PATIENTS WITH A
HISTORY OF STROKE

To the Editor: Stroke patients with dysphagia have a high
incidence of aspiration, which may lead to pneumonia.1

Several investigators have reported that cilostazol, a potent
inhibitor of type III phosphodiesterase, reduces the inci-
dence of aspiration pneumonia in patients with a history of

stroke,2,3 but the mechanism by which it does so has not
been completely elucidated.

It has been proposed that swallowing disorders play a
significant role in the development of pneumonia in patients
with a history of stoke;4,5 therefore, it was hypothesized
that cilostazol may improve swallowing function in such
patients by exerting pleiotropic effects through inhibiting
type III phosphodiesterase. The effects of cilostazol admin-
istration on the serum and induced sputum levels of sub-
stance P, a transmitter in the nucleus of the solitary tract in
the brainstem, were examined, because a significant asso-
ciation between systemic or airway depletion of substance
P and silent aspiration and swallowing disorders has been
reported in poststroke patients.6,7

The study subjects included patients with a 1- to 6-
month history of noncardioembolic cerebral infarction
confirmed using computed tomography or magnetic reso-
nance imaging. In 48 male patients (mean age � standard
deviation 68 � 5), swallowing function was examined be-
fore and after the administration of cilostazol and com-
pared with swallowing function after the administration
of aspirin. This study was a double-blinded, placebo-
controlled, three-period crossover study wherein cilostazol
administered at a dose of 200 mg twice daily and aspirin
administered at a dose of 200 mg/d were compared with
placebo. Patients were evaluated at baseline and after 4
weeks of treatment with each drug; a 4-week washout pe-
riod was allowed after the completion of treatment with
each drug. Swallowing function was examined using a re-
petitive saliva swallowing test and a swallowing provoca-
tion test.4,5 In brief, the ability to swallow voluntary was
quantitatively measured for 30 seconds. The swallowing
reflex was induced by injecting a bolus of 1 mL of distilled
water into the suprapharynx through a 5-Fr small nasal
catheter with the patient in the supine position. The swal-
lowing reflex was evaluated as the latency of the response.

The serum and induced sputum levels of substance P
were measured using a radioimmunoassay.8 After admin-
istering 5% saline solution via an ultrasonic nebulizer for
15 minutes, blood and induced sputum samples were col-
lected between 7:30 and 8:00 a.m. before and after the
completion of the cilostazol and aspirin treatments.

The significance of differences between the groups was
assessed using analysis of variance, followed by t-tests with
Bonferroni correction. The results are expressed as
means � standard deviations, and values of Po.05 were
considered to indicate statistical significance.

Forty-eight patients completed the study. The latent
time of swallowing reflex significantly improved after the
administration of cilostazol but not after the administration
of aspirin (Figure 1). Cilostazol increased the frequency
of voluntary swallowing in 30 seconds (from 4.9 � 0.2
to 5.6 � 0.2), but aspirin did not (from 4.9 � 0.2 to
5.1 � 0.2). The induced sputum and serum substance P
levels also improved after cilostazol administration sputum:
from 16.6 � 3.4 to 30.1 � 6.2 pg/mL; serum: from
28.2 � 4.4 to 44 � 5.2 pg/mL) but not after aspirin admin-
istration (sputum: from 16.6 � 3.8 to 18.1 � 4.4 pg/mL;
serum: from 28.2 � 4.4 to 30.6 � 4.6 pg/mL). No obvious
untoward effects were observed.

The present study indicated that cilostazol but not as-
pirin improved swallowing reflex in patients with a history
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