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Chronic urticaria with monoclonal IgG gammopathy: a clinical variant of

Schnitzler syndrome?
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Schnitzler syndrome (SS) is a rare entity originally described as
chronic urticaria associated with intermittent fever, arthralgias,
and monoclonal immunoglobulin (Ig) M gammopathy.1 We de-
scribe two patients seen in our allergy clinic who were diagnosed
with SS. Both patients demonstrated similar symptoms along with
a monoclonal gammopathy. However, one displayed an IgM gam-
mopathy; the other, an IgG. This paper illustrates that SS can pres-
ent similarly with both types of monoclonal gammopathy.

Patient 1, a 51-year-old woman, was evaluated for complaints of
daily hives of 4 months’ duration. She started taking hydroxyzine
nightly for the past month without symptom relief. She also experi-
encedgeneralizedmyalgias, arthralgias, and several febrile episodes 1
weekbefore evaluation.Onpresentation, thepatientwas afebrile, and
physical examination was notable for urticarial papules on her chest.
Laboratory analysis was significant for positive antinuclear antibody
(1:160 speckled pattern) and increased anti-Ro and anti-La antibody
levels. Serum protein electrophoresis indicated a monoclonal spike
withan increasedkappa/lambda ratioof3.78. Thequantitative immu-
noglobulin assay demonstrated an elevated IgG level of 2,640 mg/dL
(normal, 844–1,912). Results of serum chemistries, beta-2-micro-
globulin,hepatic functionpanel, complement levels, andthyroid func-
tion tests were unremarkable. The patient was started on doxepin 10
mg daily for her chronic urticarial symptoms and referred to the
hematologydepartment formonitoringofhermonoclonalgammopa-
thy. On follow-up 3 months later, the patient reported improved
urticaria on the new treatment regimen.

Patient 2was a52-year-oldwomanwith chronic urticaria, arthral-
gias, and daily bone pain for approximately 20 years. Previous symp-
toms were notable for urticarial lesions commencing on postpartum
day 1 after the delivery of her first child and bilateral lower extremity
arthralgias starting 6 months after her third child was born. Both
symptoms increased in frequency over the past decade until they
became daily occurrences. She also experienced occasional fevers. On
presentation, the patient was afebrile, and physical examination was
significant for non-blanching urticarial lesions on the chest and bilat-
eral forearms. Laboratory testingwas remarkable for an elevated IgM
of 391 mg/dL (normal, 40–230) and serum protein electrophoresis
revealing an M-spike of 0.5 g/dL. Serum chemistries, beta-2-micro-
globulin, hepatic function panel, antinuclear antibody, and comple-
ment levels were unremarkable. The patient was started on twice-
daily antihistamine therapy.On follow-up1month later, she reported
improvement in all of her symptoms.

Both of our patients were diagnosed with SS. Theoretically,
monoclonal gammopathy of undetermined significance could
coexist with chronic urticaria and thereby mimic the syndrome.
However, ourdiagnosiswasbasedona set of diagnostic criteria (Table
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) set forth by Lipsker et al in 20012 and subsequently accepted by de
oninget al1 in2007after reviewing94cases. BecauseSS isdefinedby
specific constellation of clinical and biologic signs with a diagnostic
riteria well accepted in the literature, we feel confident in our diag-
osis and that it is unlikely to be a coincidence.
Although its pathogenesis remains unclear, SS may be catego-

ized as an immune-mediated inflammatory disease with features
f autoimmunity.3 Pro-inflammatory cytokines such as interleukin
IL)-1 and IL-6 have been implicated in SS.4 Uncontrolled activation
f IL-1 has been suggested to play a role, although the exact mech-
nism remains unknown. The effects of IL-6 on B-cell differentia-
ion might contribute to the gammopathy in SS.4 Usually a mono-
lonal IgM gammopathy is observed; however, a rarer variant SS
as been reported, characterized by IgG gammopathy.1 Deposits of
gM in the skin may be the cause of the cutaneous manifestation of
S via immune complex formation and complement activation.5

kin biopsies of urticarial lesions show heterogeneous histopatho-
ogical findings ranging from neutrophilic urticaria to spongiotic
ermatitis.3,6 Skin biopsies were not performed in our patients
ecause they are not required for diagnosis.
Therapies for SS have shown variable results. In most cases,

igh-dose corticosteroids are able to decrease symptoms.1 How-
ver, the use of steroids as long-term treatment is limited be-
ause of their side effects.1 Other treatment modalities including
mmunosuppressant agents have been used.5,7 Anakinra, an IL-1
eceptor antagonist, was successfully used in several cases of
S.8 The success of Anakinra has provided key insights into the
echanisms of this disease. The next step in increasing our
nderstanding of SS is genetic analysis, because in many aspects
t resembles genetically determined auto-inflammatory syn-
romes.3 Efforts are currently underway to search for genetic
actors in an international clinical study (http://clinicaltrials.
ov/ct2/show/NCT00933296). Although SS is typically associ-

able 1
iagnostic criteria for schnitzler syndrome: two major criteria in addition to at
east 2 of the minor criteria are necessary for the diagnosis2

ajor criteria (both required) Minor criteria (at least 2 required)

hronic urticarial skin rash Intermittent fever
onoclonal gammopathy (IgM
or IgG)

Arthralgias or arthritis
Bone pain
Palpable lymph nodes
Liver or spleen enlargement
Elevated erythrocyte sedimentation rate
Leukocytosis
Bone abnormalities on radiological imaging or

histological investigation
ted with an IgM gammopathy, our two case presentations high-

munology. Published by Elsevier Inc. All rights reserved.
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light the similarities between chronic urticaria and monoclonal
gammopathy of either IgM or IgG. The diagnostic criteria for SS
may therefore be extended to include the IgG variant.

Sima Patel, DO
Sayantani Sindher, MD

Sunit Jariwala, MD
Golda Hudes, MD, PhD

Division of Allergy/Immunology
Albert Einstein/Montefiore Medical Center

Bronx, New York
sima2113@gmail.com

References
[1] de Koning HD, Bodar EJ, van der Meer JWM, Simon A. Schnitzler syndrome:
patients?

i
c
r

p
f
d
d
a
r
w
m
e
c
s
s
g
w
t
w

Fig. 1. Frequencies of allergen sensitization (dark bars) and allergen prescription for al
immunotherapy.
2] LipskerD, VeranY, Grunenberger F, Cribier B,Heid E, Grosshans E. The Schnitzler
syndrome: four new cases and review of the literature. Medicine. 2001;80:
37–44.

3] Lipsker D. The Schnitzler syndrome. Orphanet Journal of Rare Diseases. 2010:
5:38.

4] Olsen E, Forre O, Lea T, Langeland T. Unique antigenic determinants (idiotypes)
used as markers in a patient with macroglobulinemia urticaria: similar idio-
types demonstrated in the skin and on peripheral blood lymphocytes. Acta Med
Scand. 1980;207:379–384.

5] Eshaghian A, Kim J, SibbittWL, Zlotoff BJ, MD. JAAD Grand Rounds quiz: chronic
urticarial eruption. J Am Acad Dermatol. 2010;63:918–920.

6] de Castro FR, Masouye I, Winkelmann RK, Saurat JH. Urticarial pathology in
Schnitzler’s (hyper IgM) syndrome. Dermatology. 1996;193:94–99.

7] Saurat JH, Schifferli J, Steiger G, Dayer JM, Didierjean L. Anti-interleukin-1 alpha
autoantibodies in humans: characterization, isotype distribution, and receptor-
binding inhibition: higher frequency in Schnitzler syndrome (urticaria and
macroglobulinemia). J Allergy Clin Immunol. 1991; 88:244–256.

8] de Koning HD, Bodar EJ, Simon A, van der Hilst JC, Netea MG, van der Meer JW.

beyond the case reports: review and follow-up of 94 patients with an emphasis
on prognosis and treatment. Semin Arthritis Rheum. 2007;37:137–148.

Beneficial response to anakinra and thalidomide in Schnitzler’s syndrome. Ann
Rheum Dis. 2006;65:542–544.

What should drive the choice of allergen for immunotherapy in polysensitized
Polysensitization has always been an obstacle to prescription of
allergen immunotherapy. Actually, 2 attitudes are dominant: to
renounce to such treatment or to perform it by mixtures of all
allergens giving a positive result to allergy tests. Both ap-
proaches are inappropriate, because the former has no real basis,
whereas the latter was demonstrated to be ineffective.1 In par-
ticular, the cited study might be a paradigmatic example of
inappropriate prescription, because there were some possible
biases, including the following: (1) The patients that were se-
lected for this research trial did not have severe allergies; there-
fore the improvement with immunotherapy was not significant;
(2) the patients were medicated or overmedicated, which possi-
bly contributed to masking the benefit of immunotherapy, and
(3) there was a question about the quality of the allergy extracts
that were used in the study.

Calderon and colleagues2 have recently revised the issue
concerning immunotherapy strategy in polysensitized patients.
In large-scale clinical trials of grass pollen sublingual tablets,
polysensitized patients benefited at least as much from allergen
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mmunotherapy as didmonosensitized patients. Sublingual and sub-
utaneous multiallergen immunotherapy in polysensitized patients
equires more supporting data to validate its efficacy in practice.

Our studies confirmed the first statement; we found that in
olysensitized subjects treated with sublingual immunotherapy
or 1 year, using 1 to 2 single allergen extracts, a significant
ecrease of rhinitis severity occurred.3,4 Further analyzing the
ata, we noted an important aspect, represented by the discrep-
ncy between the prevalence of specific sensitization and the
elative prescription. We evaluated a group of adult patients
ith polysensitizations. The Figure shows that the allergens
ost frequently causative were grasses (82%), followed by Pari-
taria (48%), mites (47%), and Betulaceae (39%).5 The data con-
erning the allergen extracts prescribed for immunotherapy
howed that most sensitizations to mites (�80%) become a pre-
cription for immunotherapy, whereas fewer than 50% of
rasses’ sensitizations lead to prescription. This phenomenon
as more evident for other pollens, such as Parietaria and olive
ree (approximately one third of sensitized patients were treated
ith immunotherapy), and Betulaceae (only 20% of patients were
lergen immunotherapy (light bars) in patients with polysensitization. AIT, allergen
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