Antipsychotic drug interactions and risk of mortality in people with dementia
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Introduction. Antipsychotic use may increase the risk of mortality in people with dementia. Drug-drug interactions (DDIs) may further exacerbate this risk; however, the mortality risk associated with this is not well understood.
Aims. To identify 3-month mortality risk associated with antipsychotic-related DDIs. 
Methods. This national cohort study utilised linked 2021 Census, death registration, and Pharmaceutical Benefits Scheme (PBS) data in Australia. People with dementia aged ≥65 years who initiated antipsychotic treatment between August 2021 and July 2022 were included. Antipsychotics commonly used for the management of behaviours and psychological symptoms, including risperidone, olanzapine, quetiapine, aripiprazole, and haloperidol, were examined. DDIs were defined using the Micromedex database. Adjusted relative risks (aRRs) and 95% confidence intervals (CIs) of 3-month mortality were estimated using modified Poisson regression. Confounding, including number of medications, clinical and sociodemographic characteristics, was addressed using inverse probability of treatment weighting (IPTW). 
Results. Overall, 9,064 incident antipsychotic users were included (median age 84 years [IQR: 79-89], 55% female). Of these, 6,913 (76.3%) were exposed to ≥1 DDI. Exposure to ≥1 DDI was associated with a 43% increase in mortality risk (aRR: 1.43; 95% CI: 1.22–1.69) with exposure to ≥2 DDIs being associated with an 80% increased risk (aRR: 1.80; 95% CI: 1.50–2.17). Regarding DDI severity, DDIs rated as “major” were associated with a 25% increase in mortality risk (aRR: 1.25; 95% CI: 1.03–1.53), while “contraindicated” DDIs were associated with a nearly fourfold higher risk compared with no or moderate-severity DDIs (aRR: 3.99; 95% CI: 3.24–4.92). Exposure to pharmacodynamic (PD) DDIs was associated with a 72% increased mortality risk (aRR: 1.72; 95% CI: 1.42–2.08), whereas pharmacokinetic (PK) DDIs (PK only or combined PK-PD) were not associated with changes in mortality risk. 
Discussion. Antipsychotic-related DDIs are highly prevalent among older adults with dementia and associated with an increased risk of short-term all-cause mortality. These findings highlight the need for medication review and monitoring when initiating antipsychotics in this vulnerable population.
