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Vasculitis Associated with Chronic Lymphocytic Leukemia
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Abstract

A patient is present who has chronic lymphocytic leukemia (CLL) and developed a vasculitis involving the skin and large vessels along
with immune complex mediated glomerulosclerosis. Both vasculitis and immune complex nephritis are rare manifestations of CLL.
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Introduction

Chronic Lymphocytic leukemia is associated with a variety of autoimmune phenomenon, especially autoimmune cytopenias [1].
The incidence of vasculitis in CLL is very low, approximately 0.1-2% and is generally a leukocytoclastic vasculitis restricted to the
skin [2,3]. We report here a rare case of systemic vasculitis associated with CLL.

Case presentation

The patient is a 60 year-old Caucasian male with multiple comorbidities including coronary artery disease, paroxysmal atrial
fibrillation and stage four B cell - CLL, diagnosed in May 2013. He had undergone 3 cycles of chemotherapy with Rituximab and
Bendamustine. He presented with a maculo-papular rash 4 weeks after his last chemotherapy cycle that initially started in his lower
extremities and spread to his entire body. His CBC with 3.2% lymphocytes did not suggest a flare of disease. He had stage 3 chronic
kidney disease with a baseline creatinine of 1.2 that was attributed to renal artery stenosis. At the time of his presentation, his
creatinine rose from 1.2 mg/dL to 5.12 mg/dL. He had low C3 (65 mg/dl) and red cells in the urine. He had a positive ANA (titerl:
160). He had negative cryoglobulins and normal SPEP and UPEP. ASO Antibody titer was negative as were serologies for HSV,
CMV and parvovirus. He underwent kidney and skin biopsies. The immunofluorescence studies of the kidney biopsy showed
IgG - 24, IgA -2+, IgM- 3+ and C3-2+ deposition. The light microscopy showed focal segmental glomerulosclerosis. Based on
the IF and EM results, this is likely a secondary form of focal segmental glomerulosclerosis associated with immune complex
deposition (Figure 1A). Electron microscopy showed immune complex deposition in the sub epithelial spaces of the basement
membrane (Figure 1B). The skin biopsy showed necrosis of the epidermis with neutrophilic infiltration and leukocytoclastic
vasculitis (Figure 1C). A CT angiogram of the abdomen showed marked irregularity in contour of the mucosal surface of the
lumen of the abdominal aorta consistent with aortitis (Figure 2). Treatment with systemic corticosteroids led to resolution of his
skin lesions and improvement of his renal function back to baseline. He subsequently received a fourth cycle of chemotherapy. He
later had progression of his CLL.
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Figure 1B: Electron microgram of the kidney showing immune complex deposition in the sub epithelial spaces
of the basement membrane

Figure 2: CTA of the abdomen showing aortic dilatation
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Discussion

Various malignancies have been associated with vasculitis. Most commonly this is a leukocytoclastic vasculitis [3]. However,
vasculitides associated with malignancy have occasional presented with clinical pictures consistent with polyarteritis nodosa,
Churg-Strauss syndrome, microscopic polyangiitis, Wegener’s granulomatosis and Henoch-Schonlein purpura [4]. Vasculitis
with malignancy may occur because of multiple mechanisms including formation of immune complexes to neoplastic antigens,
polyclonal activation of B-lymphocytes, aggregation of monoclonal immunoglobulins, formation of antibodies directed towards
endothelial antigens, infiltration of the vascular wall by the malignancy, secondary infections and/ or immune reactivity to anticancer
drugs [5-7]. In our patient there was evidence for vasculitis involving the skin and the large blood vessels. The kidney showed
immune complex deposition, but the renal lesion was predominantly focal sclerosing glomerulonephritis with immune complexes
in the basement membrane. Membranous nephropathy is a well-known glomerular disease associated with lymphoproliferative
disorders [8]. The link between CLL and glomerulonephritis is generally an abnormal immunoglobulin produced by a malignant
B cell clone that acts either as a cryoglobulin or an aggregate that gets trapped in the basement membrane.

In the case presented, the patient responded nicely to systemic corticosteroids.

Conclusion

Systemic vasculitis in CLL is an extremely rare entity. We present an unusual case of systemic vasculitis with skin and large vessel
involvement along with membranous glomerulonephritis.
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