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A rare association of cryoglobulinaemic vasculitis
and granulomatosis with polyangiitis treated with a
short course of glucocorticoids combined with
cyclophosphamide and rituximab
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BACKGROUND

Granulomatosis with Polyangiitis (GPA) is an antineu-
trophil cytoplasmic antibody (ANCA)-associated vas-
culitis (AAV), related with the presence of proteinase
3 (PR3)-ANCA'"%. Cryoglobulinaemic vasculitis (CV) is
caused by cryoglobulin immune-complex deposits that
precipitate in vivo at temperatures of less than 37°C°.
Both diseases affect small- to medium-sized vessels and
are characterized by inflammatory infiltrates and de-
struction of vessel walls.!? Although GPA and CV have
different pathogenesis, their association has been docu-
mented in very few case reports**.
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Figures 1A and 1B. Ulcers on the patient’s toes and leg (arrows).

CASE-REPORT

A 34-year-old male, Caucasian, presented to our Rheu-
matology outpatient clinic with a three-year history of
erythematous-purpuric rash on both legs with recent
worsening and development of ulcers on his toes (Fig-
ure 1). He was previously evaluated in the Dermatolo-
gy outpatient clinic and underwent skin biopsy, which
revealed leukocytoclastic vasculitis of the superficial
dermal plexus without eosinophils (Figure 2). He had
a background history of intraventricular fibrillary as-
trocytoma with leptomeningeal dissemination treated
with surgery and in remission for more than 18 years,
right lobectomy due to bronchopneumonia 15 years
ago and severe osteoporosis due to hypogonadism and
prolonged immobilization. Laboratory tests revealed
normocytic normochromic anaemia (Hb 9.2 g/dL),
leucocytes of 4300 cells/mm?® without eosinophilia,
rapidly progressive renal insufficiency (SCr 0,9 mg/dl
to 1,7 mg/dL), active urinary sediment, proteinuria of
1873.1 mg/24h, erythrocyte sedimentation rate (ESR)
of 119 mm/h, C-reactive protein (CRP) of 7.5 mg/dL,
hypergammaglobulinemia (1600 mg/dL), complement
consumption (C3: 35 mg/dL, C4: 7 mg/dL, CH50
<13.5 U), positive PR3-ANCA (631.7 UQ), negative
myeloperoxidase-ANCA and presence of cryoglobulins
with a polyclonal pattern and monoclonal tendency
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Figure 2A and 2B. (A) Skin biopsy from left leg (x100, HE): moderate edema of the papillary and medium dermis with abundant
extravasated erythrocytes (arrows); superficial perivascular inflammatory infiltrate composed of lymphocytes, histiocytes and
neutrophils with no eosinophils. (B) Skin biopsy from left leg (x400, HE): fibrin deposits on the vessel walls of the superficial dermis,
with surrounding inflammatory infiltrate rich in neutrophils, representing the typical features of leukocytoclastic vasculitis (arrows).

Figure 3A and 3B. Axial thoracic computed tomography with several pulmonary inflammatory infiltrates (blue arrows).

IgG (lambda). Free light chain assay, serum and urine
immunofixation, and myelogram excluded monoclonal
gammopathy. Thoracic computed tomography showed
several nonspecific pulmonary inflammatory infiltrates
in both lung fields (Figure 3). The patient was referred
to the Nephrology team and underwent a renal biopsy,
which revealed crescentic pauci-immune glomerulone-
phritis (Figure 4). Electronic microscopy showed rare
subendothelial and luminal electron dense globules not
well defined that could not exclude completely cryo-
globulins (Figure 5). Diagnosis of GPA and CV was then
assumed. Considering the severity of the renal lesions
and the need to preserve fertility and avoid GC toxicity,
the patient was started on rituximab (RTX, two puls-

es of 1g 15 days apart), low-dose cyclophosphamide
(CYC, five pulses of 500 mg every 15 days) and 60 mg
of daily prednisolone with a rapid 2-weeks tapering
scheme (SMARTVAS protocol’). A marked improve-
ment was observed. After six months of follow-up there
was full resolution of the skin lesions, renal function
recovery (SCr 0.77 mg/dL), reduction of the inflam-
matory parameters (ESR: 17 mm/h, CRP: 3.4 mg/dL)
and PR3-ANCA titers (149 UQ), cryoglobulins became
negative and the complement normalized. Re-evalua-
tion chest CT showed a total resolution of pulmonary
infiltrates after 10 months of therapy. The patient is cur-
rently under maintenance treatment with RTX 1g every
six months and no adverse events have been reported.
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Figure 4A, 4B, 4C and 4D. (A) (Optical microscopy, H&E, 100x) - Photomicrograph of renal biopsy where two glomeruli
with crescents are identifiable. (B) (optical microscopy, H&E, 200x) - Detail of glomerulus with cellular proliferation (black arrow)
and presence of neutrophils in capillary lumens and mesangium (blue arrow). (C) (electron microscopy, 2000x) - Photomicrograph
of renal biopsy showing a portion of a glomerular tuft with numerous neutrophils in the capillary lumen (arrow). No electrodense
deposits were observed. (D) (electron microscopy, 2000x) - Photomicrograph of renal biopsy showing a portion of a glomerular tuft
with a leucocyte and some ill-defined electrodense bodies in the capillary lumen (arrow). No electrodense deposits were observed

CONCLUSION

This case describes a rare presentation of both CV and
GPA in a patient who showed a favorable response to
an induction treatment with a combined RTX and CYC/
GC-sparing regimen. The combination of very short
courses of GCs with both RTX and CYC may offer a
safe alternative to reduce GC toxicity and CYC-toxicity
effects.
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