Are Antipsychotic Adverse Events Reported Differently Between Older and Younger Adults?
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Introduction. Signs and symptoms of adverse drug events (ADEs) in older people may be challenging to differentiate from those due to a medical condition or the ageing process. Spontaneous ADE reports complement clinical trial data by providing real-world safety insights. 
Aims. To compare and contrast antipsychotic-related ADEs in older and younger adults and explore implicated first- and second-generation antipsychotics (FGAs/SGAs) in reports submitted to the United States Food and Drug Administration Adverse Event Reporting System and the Australian Therapeutic Goods Administration Database of Adverse Event Notifications.
Methods. Reports from 1971-2024 were analysed using disproportionality methods (Risk of Reporting [ROR]). Comparisons were made between older adults (≥65 years) and younger adults (18-64 years), and within older age subgroups (65-74, 75-84, ≥85 years). FGA and SGA use was also examined.
Results. Of 396,048 antipsychotic-related ADE reports, 78,837 (19.9%) related to older adults (≥65 years), 36,192 (9.14%) involved FGAs and 340,329 (85.93%) involved SGAs. Compared to younger adults, older age was associated with significantly increased ROR of confusional state (2.56, 95% CI 2.47-2.66), fall (5.10, 95% CI 4.90-5.31), hallucination (4.29, 95% CI 4.10-4.49), pneumonia (2.18, 95% CI 2.08-2.28), gait disturbance (2.78, 95% CI 2.63-2.94), dizziness (1.09, 95% CI 1.04-1.15), extrapyramidal disorder (1.32, 95% CI 1.25-1.39), and death (3.73, 95% CI 3.61-3.85). The proportion of reports involving both FGAs and SGAs rose ten-fold over the past three decades from 0.76% (n = 115 reports in 1990-1994) to 7.34% (n = 7560 reports in 2020-24).
Discussion. Features of geriatric syndromes such as confusional state, fall, hallucination, gait disturbance, and dizziness are disproportionately reported in antipsychotic-related ADE reports for older people. These findings highlight the need for ongoing, routine, proactive monitoring of signs and symptoms of potential antipsychotic ADEs in older people to support early identification and avoid further harm. 


