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Hypocomplementemic urticarial vasculitis
with polyadenopathies and renal involvement
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ABSTRACT

Urticarial vasculitis (UV) is considered a clinicopathologic entity consisting of clinical manifestations of urticaria and his-
topathological evidence of cutaneous small vessels leukocytoclastic vasculitis. Based on complement levels and presence
or absence of specific systemic findings, there are 2 distinct diagnostic entities: hypocomplementemic urticarial vasculitis
syndrome and hypocomplementemic urticarial vasculitis. We present a 52-year-old man admitted to our hospital for
general weakness with arthralgia in both hands, without arthritis signs and purpuric skin injuries in both legs. Two years
before, he had been diagnosed with recurrent urticaria and treated with antihistaminics. Laboratory exams showed
dysmorphic hematies in urinalysis, hypocomplementemia, proteinuria in the nephrotic range and polyadenopathies.
Kidney biopsy was made showing as result a membranoproliferative glomerulonephritis.
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INTRODUCTION

Urticarial vasculitis (UV) is considered a clinicopathologic entity
consisting of clinical manifestations of urticaria and histopatho-
logical evidence of cutaneous leukocytoclastic vasculitis (LCV) of
the small vessels.'?

Based upon complement levels and presence or absence of spe-
cific systemic findings, there are 2 distinct diagnostic entities:
hypocomplementemic UV syndrome (HUVS) and hypocomple-
mentemic UV (HUV).2# In general, patients with HUV have cu-
taneous disease and few or no systemic manifestations.

HUVS has been recognized as a specific autoimmune disorder
involving 6 or more months of urticaria with low complement
levels and systemic findings that may include arthritis or arthral-
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gia, glomerulonephritis, uveitis or episcleritis and recurrent ab-
dominal pain (Table 1). A skin biopsy showing small vessel vas-
culitis is essential for diagnosis. Low levels of C1q are
frequently associated with HUVS, nevertheless, this finding is
not specific since decreased C1q levels are also found in patients
with systemic lupus erythematosus.>®

We report the case of a patient with recurrent urticaria who
developed a decline on kidney function with positive ANCA,
hypocomplementemia and renal deposition of immune com-
plexes.

CASE REPORT

A 52-year-old man was admitted to our hospital for general
weakness, arthralgia in both hands, without arthritis signs and
purpuric skin injuries in both legs. Symptoms presented one
month after umbilical hernia surgery. The patient presented
intermittent episodes of macroscopic hematuria. Patient de-
nied nephrotoxic drug consumption as well as respiratory or
gastrointestinal symptoms. Two years before, he had been di-
agnosed with recurrent urticaria and treated with antihista-
minics. The patient had also been treated for skin melano-
ma in the back. In control tomography studies he recurrently
presented inespecific polyadenopathy. Repeated biopsies of
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Table 1. Diagnostic criteria of hypocomplementemic urticarial vasculitis syndrome

Criteria Specifics

Major criteria

Minor criteria

Urticaria for more than 6 months

Positive C1q precipitin test by immunodiffusion with an associated suppressed C1q level

The patient must have both major criteria and at least 2 of the minor criteria.

different adenopathies had been carried out with negative
results for malignancy.

Physical examination: blood pressure: 130/90 mmHg; urine out-
put with more than 100 mL per hour, urticarial lesions in both
legs. Cardiopulmonary auscultation was normal.

Laboratory data on admission: red blood cells of 3,79 x10'%/L;
hemoglobin, 9,3 g/dL and platelets of 390 x10%L. Serum chem-
istry: creatinine (Cr): 2.2 mg/dL; estimated glomerular filtration
rate (eGFR): 31.78 mL/min/1.73 m?; urea: 68 mg/dL, and C-re-
active protein: 46 mg/L, VSG: 73 mm/h.

Urinalysis showed more than 250 red blood cells, dysmorphic
hematies and epithelial casts.

C3: 34 mg/dL (normal range, 90-180 mg/dL), C4: 3 mg/dL (nor-
mal range, 10-40 mg/dL) and C1q: 6 mg/dl (normal range, 10-
25 mg/dL). MPO-ANCA: 128,0 Ul/mL (positive: >5 Ul/mL), an-
tistreptolysin O: 354 Ul/ml (normal range, 0-200 Ul/ml), IgM: 39
mg/dL (normal range, 40-230 mg/dL), IgG: 1803 mg/dL (normal
range, 700-1600 mg/dL), antinuclear antibody, anti-Smith anti-
body, anti-SS-B, anti-glomerular basement membrane antibody,
crioglobulins and PR3-ANCA were negative.

Hepatitis B, and hepatitis C were also negative.
24-hour urine protein excretion: 4.85 g/day.

An abdominal ultrasound showed a normal kidney size with
hypoechoic parenchyma surrounding the echogenic renal sinus.

Computerized tomography (TAC): supra and infraclavicular
polyadenopathic syndrome, multiple bilateral cervical adenopa-

thies. No pulmonary nodules were observed. Hepatic and splen-
ic parenchymas were normal. Repeated biopsies of different
adenopathies had been practiced with negative results for ma-
lignancy.

Skin biopsy: leukocytoclastic vasculitis.
Kidney biopsy: 14 glomeruli, none with global sclerosis.

Glomerular compartment: diffuse mesangial expansion with mild
mesangial hypercellularity. The capillary membranes are linear
and show focal thickening. A double contour image is appreciat-
ed. No spikes or spicules are observed. Focal and segmental en-
docapillary proliferation. No extracapillary proliferation.

Tubulo-interstitial and vascular compartment: no interstitial fibro-
sis. Arteritis (endothelitis or transmural inflammation) is absent.
There is no arteriolar hyalinosis neither intravascular thrombi. Ab-
sence of microaneurysms (Fig. 1).

Immunofluorescence: diffuse and global mesangial-capillary de-
posit of C3 ++, IgM +, IgG +; C1q (+); IgA (=) (Fig. 2). The loca-
tion of electron-dense deposits (immune) is subendothelial,
subepithelial and mesangial. Subendothelial and mesangial
electron dense deposits, increased mesangial matrix, mesangi-
alization of capillary loops and foot process fusion (Fig. 3).

With these results, our patient received steroid pulse therapy
with methylprednisolone at a dose of 500 mg for 3 days fol-
lowed by oral prednisone at a dose of 1 mg/kg/day. Once steroid
therapy was started, urticarial lesions disappeared and general
condition improved. MPO-ANCA became negative and C3 and
C4 increased to normal range after 6 weeks of therapy. Kidney
function and proteinuria also improved.
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Figure 1. Glomerulus increased of size, with diffuse mesangial expansion and lobulated aspect; this appearance
is very characteristic of membranoproliferative GN (H&E, x400).

A and B) There are tuft lobulation and mesangial hypercellularity, more accentuated in some areas (arrows). Large glomeruli with
accentuation of lobule endocapillary proliferation focal and segmental. Neutrophils often present. C and D) There is tubular epithe-
lial damage cellular desquamation, brush border loss, and tubular dilatation. There is not intimal fibrosis of arteries, inflamation and
hyaline arteriolar deposits. E) Irregular thickening of glomerular basement membrane by interposition of mesangial cells between
endothelium and basement membrane. The capillary membranes are linear and show focal thickening. A double contour appea-
rance (silver stain x400). F and H) May have hyaline aggregates of immune complexes in capillary lumina. There is capillary lumen
diminution (PAS, x400). G) Gomori’s trichrome, x400 with area with fibrinoid necrosis of the wall, polymorphous and cellular

detritus.

DISCUSSION AND CONCLUSION
Diagnostic criteria of urticarial vasculitis hypocomplementem-

ic syndrome were proposed by Schwartz et al in 1982 (see
Table 1). Our patient presents all criteria except recurrent ab-
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dominal pain. It is necessary to have excluded any secondary
form. The renal injury is most often benign and consists of
proteinuria and hematuria.” The histopathological manifesta-
tion is mainly membranoproliferative or mesangial glomerulo-
nephritis.
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Figure 2. Irregularly granular capillary loop and mesangial staining. Lumpy bumpy (granular) for C3 (++), IgG (++),
IgM (++) and complement C1q (+). Pattern is mesangial and subendothelial. C3 with mesangial ring on IF.

Renal involvement affects between 20% to 50% of patients.®
One of the hypotheses of the pathogenesis of HUVS is the con-
sumption of C1q by a circulating antibody, this could trigger an
activation of the classic pathway of complement and be associ-
ated with membranoproliferative glomerulonephritis.®

To our knowledge, the association of HUVS and AAV has been re-
ported, but in our case a false positive it's the main option since it
does not meet criteria for entities that include AAV.'® Nevertheless,
there is no evidence that shows if the elevation of ANCA s related
to HUVS. Polyadenopathy has been rarely described in some publi-
cations and secondary cause must be the first option. Lymph node
biopsy should always be practiced to search for an underlying he-
matological cause; at our case, the absence of histological criteria
has made it possible to assert the reactive character of its adenop-
athies to hypocomplementemic vasculitis.'” The presence of an-
gioedema at the diagnosis is found in less than 5% of cases.™

There is no consensus on the appropriate treatment of HUVS.
Corticosteroid therapy is reportedly effective in many cases of

HUVS. In several cases in adults have progressed to end-stage
renal disease, for this reason other immunosuppressive agents,
especially cyclophosphamide, is necessary for some serious or
recurrent cases.'>™4

In contrast, complete remission was achieved by steroid mono-
therapy in the present case. The favorable outcome in our case
might be explained by the early initiation of treatment at the
acute stage of the disease.

In conclusion, we describe a rare case of idiopathic HUV with
polyadenopathies and renal involvement. The evolution has
been favorable under corticosteroids. HUV is a rare disease,
and the further accumulation of cases is necessary to under-
stand the pathogenesis and best treatment options for this
entity.
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Figure 3. A-F). The location of electron-dense deposits (immune): subendothelial, subepithelial deposits and mesangial
interposition associated with basement membrane. Subendothelial and mesangial electron dense deposits, increased mesangial
matrix, mesangialization of capillary loops and foot process fusion. B) Diffuse thinning of glomerular basement membranes. The
blue arrow indicates an area of the podocyte fusion. EM, original magnification, x8000 Splitting and reduplication of basement
membrane. C) Large subendothelial electron dense deposit along glomerular basement membrane. D) Mesangial electron-dense
deposits EM, original magnification, x6000. F) Subendothelial deposits in membranoproliferative GN indicated with the blue
arrow. Notice also a capillary segment with double contour. EM original magnification, x6000.
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