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Revisiting Schnitzler syndrome: A rare severe form

Check for
updates

of acute kidney injury and monoclonal

gammopathy

Revisitando el sindrome de Schnitzler: una forma severa rara de
lesion renal aguda y gammapatia monoclonal

Dear Editor,

Schnitzler syndrome is a rare acquired autoinflammatory
disease, consisting of urticarial exanthema and monoclonal
gammopathy, often associated with systemic symptoms, but
only rarely with kidney envolvment.! The diagnosis relies
on clinical, laboratory and radiological findings, as well as
exclusion of other diseases. The Strasbourg criteria are used
to established a definitive diagnosis.? Although there is no
currently approved treatment for Schnitzler syndrome, the
use interleukin-1 (IL-1) signaling pathway antagonists have
changed the prognosis of the disease.

We describe a case of a 69-year-old woman with a past
medical history of rheumatic mitral valve stenosis, tuber-
culous lymphadenitis, arterial hypertension, and a normal
kidney function. The patient first required medical attention
for non-pruritic rash and arthralgias, treated successfully
with steroids and an anti-histaminic. Ten days after this first
episode, she was admitted to the emergency room for recur-
rence of those complaints, along with oliguria. Laboratory
tests confirmed acute kidney injury (serum creatinine [sCr]
4.4mg/dL) with hypocomplementemia (low C3 and C4) for
which no etiology was found. At the time antinuclear anti-
body, anti- double stranded DNA antibody, anti-neutrophil
cytoplasmic antibodies, and cryoglobulins were negative, with
normal Clq levels. Symptoms resolved after one week with
corticosteroids, and she was discharged with normal kidney
function and complement levels. One week later, the patient
had a similar episode, complicated with acute pulmonary
edema refractory to medical therapy, prompting the need for
hemodialysis, and further transference to our unit. Laboratory
results were positive for normocytic anemia, mild leukocyto-
sis (without eosinophilia), elevated C-reactive protein (CRP),
low C3 (0.5 g/L) and C4 (<0.02 g/L), and a monoclonal IgG-kappa
gammopathy. Immune laboratory tests were repeated, and
were all negative. Blood cultures were persistently negative.
Urinalysis revealed non-nephrotic proteinuria without hema-
turia, and kidney ultrasound showed normal kidneys. The
kidney biopsy revealed a membranoproliferative glomeru-
lonephritis with monoclonal IgG kappa deposits (Fig. 1),
without amyloid deposits. The skin biopsy demonstrated

a lymphocytic infiltrate compatible with urticaria, without
evidence of vasculitis; bone marrow aspirate and biopsy
were nonspecific, ruling out lymphoproliferative disease
(<5% plasmocytes). A bone scintigraphy was also performed,
showing hyperfixation in the large joints. The echocardio-
gram revealed moderate to severe mitral insufficiency, with
suspicion of valvular vegetation. However, the diagnosis
of infectious endocarditis was excluded after no clinical
recovery under prolonged empirical and broad-spectrum
antibiotics and subsequent valvular repair surgery confirmed
its non-infectious nature. After excluding other causes, the
diagnosis of Schnitzler syndrome was considered according
to the Strasbourg criteria. Oral prednisolone was started
(1mg/kg/day), with progressive improvement of renal func-
tion, allowing hemodialysis suspension. There was also
resolution of the remainder complaints. Anti-interleukin-1
antagonist (anakinra) was started on day 53 of admission, and
steroids were tapered. The patient was discharged, with a sCr
2.0mg/dL. Prednisolone was discontinued after 3 months and
treatment with anti-interleukin-1 antagonist (100 mg/day)
alone has been maintained. Almost two years after the
diagnosis, the patient has not experienced any relapses and
renal function is normal (sCr 0.98 mg/dL).

This patient was transferred to our unit after 2 episodes
of acute kidney injury of unknown cause. The occurrence
of recurrent episodes of urticariform exanthema, arthralgias,
elevated acute inflammatory parameters, acute kidney injury
and hypocomplementemia, raised the possibility of a systemic
autoimmune or autoinflammatory disease. However, the first
etiologic study was negative. It was the monoclonal gam-
mopathy that clinched the diagnosis, further supported by
its favorable response to anakinra. One of the findings that
did not support the diagnosis was the lymphocytic infiltrate
on the skin biopsy, instead of a neutrophilic one. However,
it is compatible with urticaria, and the skin biopsy findings
are often heterogenous, with reported cases of Schnitzler syn-
drome with mild mononuclear infiltrate.>

Kidney involvement in Schnitzler syndrome is rare and, to
the best of our knowledge, there are only three cases reported
(Table 1).

Monoclonal gammopathies and frequently associated with
kidney disease, usually dependent on the physicochemical
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Fig. 1 - Kidney biopsy. (A) Light microscopy (periodic acid-Schiff stain, 400x), with glomerulus showing endocapillary
proliferation and double-contour formation along the capillary walls (arrow). (B) Immunofluorescence with deposits of
immunoglobulin (IgG). (C) Imnmunofluorescence with deposits of kappa light chains. (D) Immunofluorescence with no

deposits of lambda light chains.

Table 1 - Reported cases of Schnitzler syndrome with renal involvement.

Author Maximum sCr (mg/dL) Monoclonal protein type Histology Treatment
Westhoff et al. 1.6 IgM Kidney biopsy not Antihistamines
(2006) performed Corticosteroids
Azathioprine
Colchicine
Trofosfamide
Mycophenolate mofetil
Interferon a-2a
Plasmapheresis
Rituximab
Iwafuchi et al. 1.0 IgM-k Membranous Corticosteroids
(2012) nephropathy
Basile et al. (2017) 8.52 IgG-\ Typel Corticosteroids
membranoproliferative Cyclosporine
glomerulonephritis Azathioprine
Anakinra

sCr, serum creatinine.
@ Required renal replacement therapy.

properties of monoclonal Ig. However, even in the absence of
a full-blown lymphoproliferative disorder, end organ damage
can still occur, and prompt treatment is advised. Monoclonal
gammopathy of renal significance (MGRS) was introduced to
distinguish it from monoclonal gammopathy of undetermined
significance (MGUS), in which case there are no end organ
lesion.”® In the case of Schnitzler syndrome, the association
between monoclonal gammopathy and systemic manifes-
tations is yet to be explained, and the pathogenic role of

monoclonal gammopathy as either cause or consequence of
the disease is unknown.

In summary, this letter presents the fourth reported case
of Schnitzler syndrome with kidney manifestations. Although
this is a rare disease, it is probably underdiagnosed, and more
cases are recently being reported. Moreover, it is likely that
more cases of Schnitzler syndrome are left undiagnosed, given
its nonspecific manifestations.
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mTOR inhibitors in a patient with lupus nephritis;

why not?

Check for
updates

Inhibidores de mTOR en una paciente con nefritis lapica ;Por qué no?

Dear Editor:

A 31-year-old woman diagnosed with SLE in 2012 with joint
(symmetrical arthritis of hands, elbows, knees and feet), skin
(photosensitivity and malar rash) and serological (positive
ANAs, antiRNP and antiDNA) involvement.

Three years later, she presented a nephrotic syndrome with
the presence of microhematuria, and a renal biopsy was per-

formed. Renal histology showed class IV lupus nephropathy
with a high activity index. Treatment was started with steroids
at a dose of 1mg/kg and Mycophenolate Mofetil at a dose of
1.5 g/day, allowing partial remission months later, with normal
renal function and proteinuria of 1 g/day.

After two and a half years of immunosuppressive
treatment, the patient developed condylomas in the gen-
itourinary region, documenting infection by HPV serotype
6 and 51. A cervical biopsy was performed showing the
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