357


Alveolar Haemorrhage in ANCA associated Vasculitis: 

A Retrospective Analysis from the European Vasculitis Study Group
Casian, A1, Berden, A2, Jayne, D1
1Department of Vasculitis, Addenbrooke’s Hospital, Cambridge  2Department of Pathology, Leiden University Medical Center, Leiden, The Netherlands

Introduction: Alveolar haemorrhage (AH) is a potential life-threatening feature of ANCA associated vasculitis (AAV): previous studies report a 50% mortality in severe presentations and AH was found to increase the relative risk of death in microscopic polyangiitis ninefold. AH results from a pauci-immune alveolar capillaritis. 
Objectives: To characterise the prevalence and outcomes (end-stage renal failure and mortality) of AH further. We undertook a retrospective analysis of AH in 387 patients with AAV from 3 randomised controlled trials of the European Vasculitis Study Group (EUVAS): NORAM (non-renal vasculitis), CYCAZAREM (major organ involvement but creatinine < 500 mol/l) and MEPEX (severe renal disease, creatinine >500 mol/l).
Methods: Retrospective patient data was retrieved from the EUVAS database which was searched and analysed using SPSS and Access software. AH was defined at diagnosis by haemoptysis and/or pulmonary infiltrates scored by BVAS (Birmingham Vasculitis Activity Score).  Severe, ventilator dependent, AH was an exclusion criterion for the NORAM and MEPEX trials.

Findings: 93/387 (24%) AAV patients had AH at presentation. Haemoptysis, present in 16.3%, was severe in 10 patients; the remainder had pulmonary infiltrates without haemoptysis. AH developed later, after the initial presentation, in 16 other patients: 5 within the first 6 weeks and 5 after the first year. Renal involvement accompanied 78/93 (83.9%) of those presenting with AH and 160/294 (54.4%) of those without AH (p=0.0001). Mean presenting creatinine in those with and without AH was 385 mol/l and 387 mol/l respectively (p>0.005, ns). AH was present in 40 out of 137 (29.2%) with severe renal disease (creatinine > 500 mol/l) and in 69/250 (27.6%) of those without severe renal disease (p= 0.81). Of 161 with PR3-ANCA, 52 (32.3%) had AH vs 41/131 with MPO-ANCA and AH (31.3%) (p=0.9, ns); 4/22 (18.2%) ANCA negative patients had AH (p=0.6, ns). 19/93 (20.4%) patients presenting with AH developed ESRF vs 49/294 (16.7%) who did not present with AH (p=0.44). All-time mortality was 32.3 % (30/93) in those with AH and 25.9 % (76/294) in those without AH (p=0.23). 14 /30 (46.7%) AH patients died within the first year vs 32/76 (42.1 %) without AH (p=0.67, ns). All 14/14 of the AH patients who died in the first year had severe renal disease at presentation (creatinine > 500 mol/l). 23 MEPEX patients with AH received high dose IV methylprednisolone and 17 plasma exchange. 12 of the 24 (50%) MEPEX AH patients who died were treated with plasma exchange and 12 with methylprednisolone. Causes of death were sepsis in16/30 (53.3%) and respiratory failure in 8/30 (26.7%).

Conclusions: Alveolar haemorrhage was present in 24% of AAV patients at presentation and subsequently developed in a further 4%.  The frequency of AH was not influenced by ANCA subtype. AH was associated with the presence but not the severity of renal vasculitis, consistent with the two manifestations having a common pathogenesis. In contrast to previous reports, AH was not associated with a higher mortality, which may be a reflection of the exclusion of those with severe AH.

