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Introduction. Medication adherence is rarely complete, yet is inadequately measured and reported in clinical trials. Non-adherence can confound the assessment of efficacy, whilst failing to identify toxicity and adverse events and lead to unwarranted dose changes. Trial run-in phases are sometimes used to select adherent patients for the main trial, but the methods employed lack clear regulatory guidance and there are concerns about the transparency of reporting.
Aims. To present details of the development of the AdheRUNce consensus guideline for the Measurement, Analysis, and Reporting of Medication Adherence during the Run-in phase of clinical trials; and demonstrate its application with audience participation.
Methods. The development of the guideline was informed by a systematic review of phase 2 and 3 studies which used a run-in phase via Clinicaltrials.gov. Data relating to the run-in characteristics, phase of medication adherence, and study context were extracted. Run-ins were assessed against the Risk of Bias tool for Interventional Adherence Studies (RoBIAS) and the ESPACOMP Medication Adherence Reporting Guideline (EMERGE). A Delphi study was undertaken to reach consensus items for the AdheRUNce guideline. Respondents were from the adherence and clinical trials research communities.
Results. The review included 34 studies, of which 8 specified adherence to be a main purpose of the run-in. Most (20/34) used pill counts and of those utilizing a threshold to define adherence, 13/31 used an 80% cut-off. The public reporting of the adherence measurement method, summary metric, and method of data aggregation was complete in 23/34 run-ins, but none publicly reported the adherence phase considered or presented any adherence data. All run-ins were judged to be of poor methodological quality, and at ‘critical’ risk of bias. Based on these findings, 29 items were developed for rating in the first round of the Delphi study. The final AdheRUNce guideline will be presented. 
Discussion. The methodological and public reporting quality of adherence in the run-in phases of drug trials may compromise their intended purpose of improving the quality of the main trial. The findings may have regulatory implications which could be lessened by following the AdheRUNce guideline.
