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Deprescribing is the systematic process of tapering or stopping medications that may no longer be beneficial or could be harmful, particularly in older adults and those with polypharmacy. Clinical trials in this field aim to evaluate the safety, effectiveness, and implementation of deprescribing strategies.
RCTs or Cluster-RCTs are the most widely used and accepted standard. To increase feasibility they may be embedded in more pragmatic settings avoiding too many efforts and resource requirements for patients and researchers as well. Still a matter of discussion is the setting: hospital or ambulatory care and enrolment of participants in nursing homes. As in clinical drug trials the outcomes should be clearly defined, focus on patients’ preferences and be related to the improvement of quality of life. Capturing withdrawal-related adverse events is still a challenge and an adaptation of the causality assessment from pharmacovigilance is required. With respect to interventions, previous efforts of pharmacists, physicians and other healthcare professionals can be supported by digital tools, showing some or no effects (1). Whereas target trial emulation based on electronic health records is getting more and more accepted for drug development, this method including large language models, generative artificial intelligence and digital twins have not yet been tested for deprescribing approaches (2,3).   
Implementation. Many trials focus on medication metrics, with fewer addressing clinical or implementation outcomes. Multi-domain outcome frameworks should be used to capture comprehensive effects and in addition, long-term follow-up to assess sustained impact and safety should be ensured. 
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