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Dear editor

We read with great interest the recent article by Santos-Moreno et al' evaluating the long-term effectiveness and
persistence of three anti-TNFa therapies (adalimumab, etanercept, and infliximab) in patients with rheumatoid arthritis
(RA) under a multidisciplinary healthcare model in Colombia. This large real-world cohort study provides valuable
evidence on treatment performance over seven years, reporting high persistence rates and sustained disease activity
control for all three agents. Observational studies of this nature are highly relevant, as they reflect real-world treatment
behavior beyond the controlled conditions of clinical trials.

Nevertheless, we would like to draw attention to a methodological aspect that merits further discussion: the lack of
adherence measurement as a component of RA treatment persistence. When interpreting persistence outcomes, it is
crucial to distinguish persistence from adherence, as these constructs measure different aspects of treatment behavior.”
Persistence refers to the length of time a patient continues treatment without an unacceptable gap or permanent
discontinuation.” In contrast, adherence relates to how closely the patient follows the prescribed regimen, including
timing, dosing, and frequency of administration. A patient may continue on treatment and thus be considered persistent,
but at the same time fail to follow the prescribed regimen correctly and therefore be non-adherent.

This discrepancy can lead to significant differences between administrative definitions of persistence and actual
medication use. Although the authors acknowledge in the limitations section that they did not consider patients’ health
literacy and socioeconomic status, this does not equate to a direct assessment of adherence itself. No explicit measure-
ment of adherence was performed or incorporated into the calculation of persistence in this study. Therefore, the reported
persistence outcomes should be interpreted with caution, as they do not account for whether patients actually followed
the prescribed treatment regimen during the observation period.

This omission is relevant because non-adherence can confound the interpretation of persistence-related outcomes or
lead to overly optimistic estimates of treatment effectiveness and safety. The therapeutic efficacy and long-term benefit of
biologic treatments in RA depend not only on maintaining therapy over time but also on correct and consistent
administration. Suboptimal adherence is associated with increased relapse risk, disease progression, and greater health-
care resource utilization.* Moreover, treatment strategies and health policy decisions based solely on persistence data,
without adherence assessment, may misrepresent real-world treatment success and hinder efforts to optimize patient care.

The inclusion of adherence assessment in persistence studies aligns with the evolving 6P Medicine framework
(Personalized, Predictive, Preventive, Participatory, Precision, and Persistent), which emphasizes the need to integrate

behavioral dimensions of treatment into clinical and policy decision-making.” Recognizing the multidimensional nature
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of patient behavior, future studies of RA therapies should systematically integrate adherence assessments into persistence
analyses using validated tools such as pharmacy refill records or patient-reported adherence scales.

In conclusion, the study by Santos-Moreno et al' provides robust and encouraging evidence regarding the persistence
and effectiveness of anti-TNFa therapies in RA. We strongly advocate for the routine incorporation of adherence
measures in future persistence studies of RA biologic treatments to ensure a more comprehensive and clinically
meaningful understanding of long-term treatment performance in RA.
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