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Abstract
Rheumatoid arthritis (RA) is a chronic autoimmune disease characterized by synovial inflammation and joint destruction, affecting approximately 1% of the global population. Tumor necrosis factor-alpha inhibitors (TNFi) represent an effective class of biological therapies for RA, yet their efficacy may be influenced by rheumatoid factor (RF) levels, with higher RF associated with poorer clinical outcomes. Certolizumab pegol (CZP), a unique Fc-free anti-TNF antibody, has shown efficacy in achieving disease remission regardless of RF status. This study aims to investigate the effect of baseline RF seropositivity and levels on disease activity among RA patients treated with CZP compared to TNFi with Fc portions (adalimumab, infliximab, golimumab, etanercept). Through a multicentric, real-world retrospective cohort study utilizing data from the Portuguese Rheumatic Diseases Register (Reuma.pt), differences in disease activity at 6, 12, and 24 months will be evaluated. Outcomes include changes in DAS28-CRP/ESR, functional impairment, treatment persistence, and low disease activity/remission rates. Additionally, statistical models will assess the impact of RF levels on treatment efficacy and discontinuation. This is the first national study to compare CZP and Fc-containing TNFi in the context of RF seropositivity, aiming to provide valuable insights for optimizing RA management. Limitations, such as underreporting and a smaller CZP-treated cohort, will be mitigated by broad collaboration across Portuguese rheumatology centers. Results are expected to contribute to evidence-based decisions in personalized RA therapy.
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