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    Abstract



Background The development of biological therapies which block the tumor necrosis factor alfa (TNFα) has revolutionized the treatment of various inflammatory diseases such as rheumatoid arthritis (RA), ankylosing spondylitis (AS) and psoriatic arthritis (PsA). Nevertheless, approximately 35% of patients starting biological therapies against TNFα do not respond (primary clinical failure) [1] and it is estimated that approximately 30% of responders will present a clinical failure after having responded for at least 6 months (secondary clinical failure) [2]. Among the mechanisms responsible for the secondary clinical failure the importance of immunogenicity induced by these drugs has been suggested. Biological therapies may induce an unwanted immune response leading to the formation of antibodies against drugs (ADA). These ADA affect the bioavailability of the biological drug, frecuently leading to subtherapeutic levels and thereby causing a loss of clinical response.





Objectives To assess the concordance between secondary clinical failure (definition based on DAS28 or BASDAI) and the type of mechanistic failure (definition based on drug levels) in patients with inflammatory arthropaties.





Methods Immunogenicity was measured in patients with RA, AS and PsA who presented secondary clinical failure under treatment with ADL or ETN. Blood samples were collected immediately before drug administration (trough levels). Drug and ADA concentrations were determined in patient's serum by ELISA.





Results 23 patients with secondary clinical failure were recruited: 73.91% had RA, 8.69% PsA and 17.39% AS. 56.52% did not respond to ADL whilst 43.48% did not respond to ETN. None of the patients treated with ETN showed either subtherapeutic drugs levels or ADA (primary mechanistic failure), whereas it was found that 17.39% of the patients treated with ADL had subtherapeutic drug levels for reasons attributable to immunogenicity (secondary mechanistic failure; p=0.000048). No correlation was found among the type of mechanistic failure and the time of clinical efficacy (p=0.469), disease duration (p=0.39), treatment with previous biological therapies (p=0.15) and the concomitant treatment with corticosteroids (CS) (p=0.24) and disease-modifying antirheumatic drugs (DMARDs) (p=0.50).





Conclusions 1. The mechanistic model in patients with secondary clinical failure to ADL may present clinical utility. 2. Immunogenicity appears not to play a relevant role in the secondary clinical failure to ETN. 3. In clinical practice determining drug and ADA levels may only be useful in non-responders to ADL.
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