ADDITIONAL CASE REPORTS

Case 6

A 21-year-old man had a history of epistaxis and otitis. In September 2005, he presented with bilateral scleritis, gingivitis, fever, proteinuria (0.8 g/d), and microscopic hematuria. A chest radiograph and a chest CT scan showed multiple excavated nodular opacities. c-ANCA were elevated at a titer of 1/640, and the PR3 antibody was positive. A nasal biopsy revealed necrotizing giant cell granuloma with vasculitis. A diagnosis of WG was considered, and the patient was treated with glucocorticoids and CYC pulse therapy. The patient had a favorable clinical response and resolution of the pulmonary masses.

Eighteen months later, while on prednisone (15 mg/d) and mycophenolate mofetil, the patient presented with bilateral scleritis, increased proteinuria (2 g/d), and a painful right testicle. Urine and blood cultures remained sterile. Antibiotic therapy was started but was not effective. The patient was then given intravenous CYC and the glucocorticoids dose was increased: symptoms quickly resolved. The patient had no recurrence of orchitis but experienced 5 relapses with cutaneous, ocular, and renal involvement. A subsequent renal biopsy confirmed immune-mediated glomerulonephritis. In October 2009, after 15 CYC infusions, the patient was receiving prednisone (10 mg/d) and had no clinical evidence of active WG.

Case 7

A 67-year-old man was referred to an internal medicine department for suspicion of WG. The patient’s medical history was unremarkable. He reported increasing weakness, weight loss, and polyarthralgia. Except for increased CRP (35 mg/mL) and a serum creatinine level of 0.9 mg/dL, laboratory biomarkers were unremarkable. A CT scan demonstrated a large left renal mass with pyeloureteral compression (Figure 3) and pulmonary nodular opacities. Thereafter, impairment of cognitive status occurred. Cerebral CT and magnetic resonance imaging revealed no abnormalities. Cerebrospinal fluid (CSF) analysis revealed pleocytosis (white blood cell count 35/uL, predominantly lymphocytes), but normal protein and glucose levels; CSF cultures were negative for bacteria and fungi; CSF cytology was unremarkable. c-ANCA were positive with a PR3 titer of 320. Meningeal and pulmonary biopsies were performed; there was evidence of necrotizing vasculitis in both. Stains for organisms were negative, and a diagnosis of WG was made. The patient was treated with glucocorticoids and CYC intravenous pulses with transient improvement in his neurologic condition. Thoracic and abdominal CT scans showed that pulmonary lesions and an abdominal mass had decreased in size. The neurologic involvement worsened, however, despite intensification of treatment, and the patient died 2 months after the initiation of treatment.

Case 8

In August 2008, a 57-year-old man presented at the emergency department with right-sided orchitis. He had a 4-month history of arthralgia, myalgia, conjunctivitis, and fever. Except for increased CRP (35 mg/mL) and fibrinogen (5.4 g/L), blood investigations were unremarkable. Urine analysis revealed hematuria with leukocyturia, and a subsequent urine culture was negative. A testicular echography was performed and confirmed right-testis inflammation without any abscesses. Ceftriaxone and ofloxacin were started, and the patient was transferred to an internal medicine department for diagnostic evaluation. In the initial examination, he remained febrile and the testis inflammation persisted despite receiving an antibiotic regimen. The patient complained of nasal obstruction, epistaxis, and hearing loss for 2 months. Sinus and chest CT scans showed bilateral maxillary sinusitis with mastoiditis and multiple centimetric pulmonary opacities. ANCA antibodies were positive; they had a cytoplasmic pattern on indirect immunofluorescence and PR3 specificity with an enzyme-linked immunoassay. A nasal biopsy showed granulomatous inflammation and necrotizing vasculitis. High-dose glucocorticoids were given for 3 days, and CYC intravenous pulses were started. All symptoms, except hearing loss, quickly resolved. After 6 pulses, CYC was stopped, mycophenolate mofetil (2 g/d) was started, and prednisone was gradually reduced to 20 mg. However, by 4 months later, the disease had relapsed, with signs of arthralgia, sinusitis, otitis, hematuria, and leukocyturia on urinalysis, while a chest CT showed the reappearance of pulmonary opacities. Mycophenolate mofetil was stopped, and the patient received a further 6 CYC intravenous pulses: the patient then recovered rapidly.

Case 9

A 65-year-old man was admitted to hospital in March 2001 with a 2-month history of cough, hemoptysis with crusty rhinitis, and left-sided otitis. He also had urinary frequency, dysuria, and gross hematuria. The prostate was enlarged. A chest CT scan showed bilateral pulmonary nodules. Abnormal laboratory findings included CRP at 174 mg/L, proteinuria of 0.6 g/day, and a positive serum test for ANCA with anti-PR3 activity. A histologic examination of the prostate tissue revealed multinucleate giant cells surrounding small vessel vasculitis. The patient was given a regimen of prednisone (70 mg/d) and CYC.

He remained in complete remission while receiving azathioprine until November 2003, when a first relapse occurred, which included glomerulonephritis, purpura, and respiratory tract involvement. He received, successively, IVIg, plasmapheresis, and intravenous CYC. Maintenance therapy with MMF was started in June 2004. In September 2004, the patient presented with acute urinary retention related to a prostatic urethral stricture. He underwent transurethral prostatic resection, and a prostatic biopsy showed granulomatous inflammation consistent with WG. Since 2005, he has suffered recurrent urinary tract infections. A third relapse with pulmonary infiltrates and bronchial stenosis occurred in July 2009, and the patient then received rituximab. In October 2009, he was still in remission and receiving MMF.

Case 10

A 55-year-old man presented in October 2007 with fever, weight loss, arthralgia, and otalgia. On examination he had nasal septum perforation and pansinusitis. An ANCA test was negative. A nasal-biopsy specimen revealed necrotizing vasculitis with granuloma consistent with WG. Since April 2007, the patient had experienced dysuria, increased urine frequency, and gross hematuria. Ultrasonography showed prostatic enlargement (40 g), and urine cultures were negative. The prostate-specific antigen level was 9 ng/mL. A radical prostatectomy was performed, and histologic analysis revealed necrotizing vasculitis. The patient was given glucocorticoids and intravenous CYC: the symptoms and signs quickly resolved. The patient was still in complete clinical remission and was receiving methotrexate therapy at 2 years after first diagnosis.

Case 11

A 46-year-old man presented in August 2005 with fever, weight loss, arthralgia, crusty rhinitis with a nasal septum perforation, pansinusitis, and an ulcerated lesion of the right auricular concha. He also had a 5-week history of gross hematuria and recurrent urinary tract infections. A physical examination revealed perianal ulceration, which had appeared 2 months before admission, and left testicular induration. Cystoscopy showed an inflammatory lesion in the prostatic urethra, and ultrasonography disclosed aneurysms in the left testicle. A chest CT scan showed an excavated pulmonary nodule in the right upper lobe. During hospitalization, a vertebrobasilar ischemic stroke occurred and the patient rapidly developed progressive renal failure. The creatinine level increased to 318 [mu]mol/L, and the urinary protein level was 1.04 g/day. An ANCA test was positive with anti-PR3 activity. A nasal biopsy specimen revealed granulomatous vasculitis and fibrinoid necrosis. These same features were found in perianal tissue. The patient received glucocorticoids and intravenous CYC: this resulted in resolution of all signs and symptoms, including urinary symptoms. Maintenance therapy with MMF was started in February 2006. Thereafter, he experienced recurrence of gross hematuria in June 2006 and September 2007 during 2 relapses of WG, with upper respiratory tract, pulmonary, and musculoskeletal involvement. These relapses were treated, respectively, with increased MMF and CYC pulses associated with glucocorticoids. A third relapse involving the upper airway, joints, and myocardium occurred in October 2008 without recurrence of prostatitis, and the patient was successfully treated with rituximab.

