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Schnitzler syndrome: A rare disease with neutrophilic 
dermatosis and monoclonal gammopathy
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Introduction

Schnitzler syndrome is a rare acquired chronic auto-inflam-
matory disease. It is characterized by a pruritic rash, fever, ar-
thralgias and a monoclonal IgM gammopathy, often associated 
with the overproduction of Interleukin-1 (IL-1). Activating mu-
tations of NLRP3 inflammasome is associated with this condi-
tion. The diagnostic criteria of Schnitzler syndrome requires 
fulfillment of two obligate criteria including a chronic urticarial 
rash of neutrophilic dermatosis, along with a monoclonal gam-
mopathy of IgM type. The minor criteria includes recurrent fe-
ver, arthralgias, lymphadenopathy, organomegaly, leukocytosis 
and/or elevated ESR along with objective findings of abnormal 
bone remodeling. At least two of the minor criteria needs to be 
fulfilled if IgM gammopathy is present, and three minor crite-
ria if IgG gammopathy is present. About 15% to 20% patients 
will develop a lymphoma, similar to patients of monoclonal IgM 
gammopathies of undetermined significance [1]. Secondary 
amyloidosis if present, leads to poorer outcomes in untreated 
patients [2,3].

Case 

A 67 year old female with hypertension, has presented to us 
with an intermittent lowgrade fever for last 7 to 8 months as-
sociated with a significant weight loss of 5-6 kg in the same du-
ration. Fever was accompanied by a generalized, self-resolving 
reddish maculo-papular rash associated with mild pruritus. On 
examination, she had pallor along with a palpable left axillary 
lymph node (largest being of size 2.3x2.5 cm) with no hepato-
splenomegaly. 

She had earlier undergone a biopsy of this lymph node, 
and the morphology was suggestive of idiopathic multi-centric 
Castleman’s disease (plasma cell type). IHC was negative for 
HHV-8. Her bone marrow aspiration and biopsy showed a 10% 
increase in plasma cells with normal trilineage hematopoiesis 
with no increase in blasts nor any granuloma. The plasma cells 
were CD138 positive and showed mild kappa restriction. Her 
CT thorax and abdomen showed generalized lymphadenopathy 
with no organomegaly. Her CBC showed a hemoglobin of 8.9 
gm/dl along with neutrophilic leucocytosis of 11,240/uL (poly-
morphs 73%, lymphoctes 18%) and a normal platelet count of 
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236,000/uL. Her RBCs were normocytic and normochromic. 
Her LFT and KFT was normal. Her ESR was 140 mm/hr, serum 
globulins were raised to 4.8 gm/dl and CRP was 129 mg/dl. Her 
HIV, anti-HCV and HBsAg were negative. Her serum iron was 
63 ug/dl; Tsat 27.89%; ferritin 324 ng/ml; folic acid 12 ng/ml; 
vitamin B12 <109 pg/ml. Her serum electrophoresis showed a 
‘M’ band of 1.39 gm/dl and serum immunofixation showed a 
monoclonal band corresponding to IgM-kappalane. Her ANA-IF, 
ANA-profile and RF was negative. Her PET-CT showed multiple 
FDG avid lymph nodes on both the sides of the diaphragm with 
no bony lesions. Multi-centric Castleman’s disease (plasma cell 
type) was diagnosed and she was started on weekly doses of 
375 mg/m2 injection rituximab.

Figure 1: Maculo-papular rash over the upper extremity in a pa-
tient of Schnitzler syndrome.

Her fever subsided following two doses of rituximab injec-
tion and she was discharged. However, she again presented to 
us after 3-4 weeks duration with fever and reappearance of the 
urticarial maculo-papular rash. Her lymph nodes showed a mild 
decrease in size. Skin biopsy of the rash showed abundant der-
mal neutrophilic infiltrates, consistent with neutrophilic urticar-
ial dermatosis and a possibility of Schnitzler syndrome was giv-
en. There was no evidence of vasculitis or dermal edema. The 
patient was started on oral steroids along with mycophenolate 
mofetil, following which her symptoms resolved completely. 

Figure 2: Skin biopsy specimen of the patient showing neutrophilic 
infiltration of the dermis.

Discussion 

Schnitzler syndrome is usually associated with severe dete-
rioration in the quality of life. Patient usually presents with fe-
ver, arthralgias and a pruritic rash. One-third of these patients 
develop a lymphoproliferative disorder, mainly Waldenstrom 
macroglobulinemia. This rate of conversion to lymphomas is al-
most similar to those of IgM-MGUS cases. 

Idiopathic multicentric Castleman’s disease is mostly associ-
ated with POEMS symdrome (Polyneuropathy, Organomegaly, 
Endocrinopathy, Monoclonal Gammopathy and Skin lesions). 
The mandatory criteria of POEMS syndrome was not being 
fulfilled in our patient. Waldenstrom macroglobulinemia pre-
senting with a IgM monoclonal gammopathy, is often associ-
ated with severe hyperviscocity symptoms. IgM myeloma is a 
rare condition, usually associated with renal involvement and 
hypercalcemia from osteolytic bony lesions. Our patient, de-
spite of having a IgM-kappa monoclonal gammopathy did not 
have any symptoms of hyperviscosity like dizziness, headache 
or blurring of vision nor did she have any peripheral nephropa-
thy. Her PET-CT showed no evidence of any osteolytic lesions. 
Moreover, this condition needs to be differentiated from other 
neutrophilic urticarial dermatosis like Adult Onset Still’s Disease 
(AOSD), which is usually associated with a daily evening flare-up 
of macula-papular rashes and a very high ferritin levels. AOSD 
is associated with elevated levels of liver enzymes and often 
accompanies sore throat, according to Yamagushi criteria. But 
usually no monoclonal gammopathy is seen in AOSD. Treatment 
of Schnitzler syndrome includes mostly IL-1 receptor inhibitors 
like anakinra, canakinumab and rilonacept. Other therapies in-
cludes corticosteroids, rituximab, mycophenolate mofetil and 
cylophosphamide. Our patient was started on immune-sup-
pressive therapies in the form of steroids and MMF, following 
which her symptoms completely resolved. 

Conclusion 

Schnitzler syndrome is a rare auto-inflammatory condition, 
presenting with chronic neutrophilic dermatosis and monoclo-
nal gammopathy. It shows clinical features overlapping with 
other disease conditions however, treatment of this condition 
is different from the other related conditions.
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