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    Abstract

Background As long-term treatment with anti-tumour necrosis factor (TNF) drugs becomes accepted practice, the risk assessment of prolonged administration requires understanding of anti-TNF long-term safety. Rates of adverse events (AE) in patients (pts) treated with anti-TNF therapy can vary across therapeutic indications due to differences in disease-inherent risks, comorbidities, and use of concomitant immunosuppressant drugs.




Objectives To assess and compare adalimumab’s (ADA) long-term safety profile through nearly 12 years of clinical trial exposure in 6 pt populations.




Methods Safety data from pts treated with ADA in 71 global clinical trials in rheumatoid arthritis (RA), juvenile idiopathic arthritis, ankylosing spondylitis, psoriatic arthritis, psoriasis (Ps), and Crohn’s disease (CD) were analyzed. Events per 100 patient-years (PYs) were calculated using events reported after first dose through 70 days after last dose. Standardized incidence rates (SIR) for malignancies were calculated using a National Cancer Institute database. Standardized mortality rates (SMR) were calculated using WHO data.




Results ADA was administered to 23,458 pts, representing 36,730.5 PYs of exposure. Serious infections were the most frequently reported serious AEs across indications with the greatest incidence in RA and CD trials (table). Overall malignancy SIRs for ADA-treated pts were as expected in the general population; SIR of lymphoma was elevated in RA pts, but within the range expected in RA pts without anti-TNF therapy. Non-melanoma skin cancer SIR was elevated in RA, Ps, and CD pts. In all indications, SMRs were lower than or equivalent to those expected in the general population.

View this table:	View inline
	View popup



Table 1. Incidence rates of serious adverse events of interesta









Conclusions These data provide support for the long-term safety of adalimumab in 6 immune-mediated inflammatory diseases, highlight individual differences in rates by disease populations, and demonstrate a safety profile consistent with known information about the anti-TNF class.
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