Detecting the risk of bias in the measurement and reporting of adherence to regulatory agencies
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Introduction. Medication adherence is poorly assessed and reported in drug-development trials. Inconsistencies in definitions, poorly chosen measurement methods, and vague reporting practices contribute to bias that can undermine confidence in trial outcomes. Accurate measurement and transparent reporting of adherence is essential for interpreting clinical trial data and supporting regulatory decision-making.

Aims. (1) Describe sources of bias related to the measurement, analysis, and reporting of adherence in clinical trials, and (2) present a structured approach to detect and assess bias risk when reviewing regulatory submissions.

Methods. A conceptual synthesis of prior work from our group on a bias mapping framework and purpose-designed risk of bias tools for adherence research was reviewed to identify biases relevant to adherence measurement and outcome reporting in a clinical trial setting. Items from the tools were adapted to create a checklist to assess the conduct of adherence measurement, reporting, and analysis in drug-development trials.

Results. Relevant biases included adherence bias, information bias, insensitive measure bias, reporting bias, social desirability bias, and attrition bias. The Assessment of Medication Adherence in Clinical Trials (AMACT) checklist was developed to assess the measurement, reporting, and analysis of adherence in drug-development trials. The AMACT checklist consists of items from the EMERGE adherence reporting guideline with additional components relating to adherence measurement and analysis in a clinical trial setting.

Discussion. Integrating adherence-related biases into a structured assessment tool/checklist provides a consistent guide for industry sponsors, reviewers, and regulatory agencies to identify key considerations when interpreting adherence data from drug-development trials. Future work includes potential collaborations with groups such as the Centre for Business Innovation (CfBI) Medical Adherence and Digital Health consortium to allow for feedback and evaluation of the tool’s utility.
