A rare association with anti-GBM disease
Introduction: Anti-GBM has an incidence of 1.64 per million population per year [1] and has commonly been described to occur with ANCA vasculitis, with dual positivity being seen in 32% of patients with anti-GBM disease.[2] Alemtuzumab, an anti-CD52 monoclonal antibody has been used as induction therapy in kidney transplants and for other diseases such as multiple sclerosis. We present a case of anti-GBM disease in association with the use of Alemtuzumab.

Case Report: A 74 year old female presented to accident and emergency with a two month history of cough, lethargy and fatigue. She had a past medical history of long-standing Sjogren’s syndrome which had never required treatment and T-cell non-Hodgkin’s lymphoma that was treated with corticosteroids and a course of Alemtuzumab.

Laboratory tests on admission showed a severe anaemia (haemoglobin 5.0 g/dL) and thrombocytopenia (platelet count of 38,000/ml). She had a significant acute kidney injury with a creatinine of 984 umol/L from a baseline of 45 umol/L three months earlier. In view of these results, an initial diagnosis of a microangiopathic haemolytic anaemia (MAHA) was made and she commenced treatment with pulsed methylprednisolone and plasmapheresis.

Further investigations revealed an abnormal autoimmune screen with high anti-GBM titres of 562U/ml and MPO titres of 820U/ml. A bone marrow biopsy showed no evidence of recurrence of lymphoma, but confirmed a MAHA. An ADAMTS13 test was sent which was 52%, excluding TTP. 

She was anuric on presentation and required early renal replacement therapy, together with regular blood products. Her admission was complicated by infective episodes requiring multiple antibiotic therapies. The MAHA resolved, but she had a sustained thrombocytopenia, which raised a concern of possible immune thrombocytopenic purpura (ITP). Despite lowering anti-GBM titres she remained dialysis dependent and on improvement was discharged.
Discussion: Alemtuzumab is an anti-CD52 monoclonal antibody licensed for the treatment of chronic lymphocytic leukaemia, T-cell lymphoma and recently for relapsing-remitting multiple sclerosis. It is also used in immunosuppressive induction regimens in kidney, pancreas, islet and bone marrow transplantation. In patients with multiple sclerosis, autoimmune diseases have been described in association with alemtuzumab, with documented rates of 47-48% in long-term follow-up data.[3] The most common of these is autoimmune thyroiditis; however there have been rare cases of renal disease and ITP.
Seven case reports of renal disease have been reported in association with alemtuzumab in multiple sclerosis. Four of these were anti-GBM disease and three, membranous nephropathy.[3] The underlying pathogenesis of this is not fully understood. 

To our knowledge, there are no documented cases of anti-GBM disease in association with alemtuzumab as treatment for T-cell lymphoma. This case also demonstrates other possible associations including ITP. It is important to be aware that giving alemtuzumab to a patient with a pre-existing autoimmune disease, may precipitate further autoimmune phenomenon such as anti-GBM disease whereby the underlying mechanisms of this are currently not understood.
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