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Introduction: Psychotropic polypharmacy is commonly defined as the concurrent use of ≥2 psychotropic medicines. While sometimes supported by evidence of safety and effectiveness, it is often not. Advances in real-world data (RWD) linking medicine use to health outcomes now enable population-level examination of psychotropic polypharmacy across the life course and reveal concerning trends. However, variation in operational definitions and measurement challenges in routinely collected medicines data drive substantial differences in reported rates.
Aims: To (1) clarify definitional approaches for population measurement; (2) summarise prevalence and incidence patterns from childhood to older age globally; (3) highlight key RWD measurement challenges and analytic strategies; and (4) describe real-world consequences.

Methods: Narrative synthesis of peer-reviewed RWD studies and meta-analyses examining psychotropic polypharmacy across age groups and care settings, focusing on exposure construction, episode definitions, validation approaches, and outcome studies including falls, hospitalisation, and mortality.

Results: Population estimates show increasing psychotropic use alongside rising polypharmacy in youth. A large US study reported an increase from 1.8% to 3.3% between 2001–04 and 2017–March 2020, with one in four exposed to potential major drug–drug interactions. In Australian dispensing data, rates increased from 2013 to 2021 (boys: 5.4 to 10.4 per 1000; girls: 3.7 to 8.3 per 1000). Among older adults, 8.4% of those aged ≥65 years experienced psychotropic polypharmacy in a national cohort, and in residential dementia care approximately one in three residents receive polypharmacy. Documented consequences include metabolic and neurological adverse effects in children and increased risks of falls, hospitalisation, and mortality in older adults.

Discussion: Psychotropic polypharmacy is an evolving life-course challenge with important health consequences and persistent measurement complexity. Harmonised RWD approaches are needed to enable benchmarking and to evaluate policy and clinical interventions targeting low-value or high-risk psychotropic polypharmacy.
