Long term complications of immunosuppression
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The introduction of cyclophosphamide and prednisolone based treatment regimens has significantly improved outcome in patients with autoimmune disease. However, these regimens are nonspecific immunosuppressants associated with significant toxicity.  The commonest cause of death in immunosuppressed patients is related to infection rather than disease activity. Risk factors in for infection in these patients, include leucopenia, older age and poor renal function. Corticosteroid therapy and cytotoxic medication both contribute to the risk of infection although it is difficult to tease out their relative contribution. 

Corticosteroids, besides contributing to infection have additional associated morbidity. In patients with ANCA-associated vasculitis 10% will develop diabetes and 20% will gain more than 10kg of weight. Osteoporosis is a common event with at more than 20% of patients with ANCA-associated vasculitis developing osteoporosis in one study.  Other complications include hypertension, cataracts and mood disturbance.  Considerable evidence exists for an increased risk of cardiovascular disease in patients with autoimmune disease. The mechanism of this is unclear but maybe related to corticosteroid use.

The use of cytotoxic therapy increases the risk of malignant disease. Studies with long follow-up times reveal increased incidence of malignancy with greater than a twofold increase on the background population. The cumulative dose of cyclophosphamide is important, with higher doses (>36g)  associated with significantly increased risks of non-melanoma skin cancer, bladder cancer and acute myeloid leukaemia (AML), although lower doses still carry increased risks of skin cancer.

Improvements in disease management should include the increased awareness of treatment-related toxicity and its prevention. Patients receiving cyclophosphamide should be given prophylaxis against Pneumocystis infections. Vaccination should be considered. Recent studies suggest vaccination, at least to influenza, is safe and effective. Prophylaxis for osteoporosis should be considered but bisphosphonates are contraindicated in those with severe renal disease. Cytotoxic use should be minimised and patients warned about sun exposure. Regular monitoring of patients should allow the early detection of adverse events and reduce the combined burdens of disease and therapy in a patient population whose improved survival now warrants a focus on their future.
