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Background and aims. Although risperidone is the only antipsychotic approved for behaviours and psychological symptoms of dementia (BPSD) in some countries, its efficacy is modest and varies by symptom1. Given its known risks, identifying individuals most likely to benefit is essential for personalised care. This study aimed to: (1) identify BPSD most responsive to risperidone, (2) explore subgroups with differing responses, and (3) investigate predictors of therapeutic response.

Methods. An individual participant data meta-analysis (IPD-MA) was conducted from six clinical trials. Data on baseline characteristics, symptoms, treatment-emergent factors, and outcomes at weeks 4 and 8 were captured. Symptoms were assessed using the Behavioural Pathology in Alzheimer’s Disease (BEHAVE-AD) scale, and therapeutic response was defined as ≥30% reduction in total score. Mixed-effects logistic and linear regression evaluated treatment effects, modifiers, and predictors.

Results. Among 1,720 participants (711 placebo, 1,009 risperidone), risperidone showed modest benefit over placebo (Week 8 odds ratio [OR]: 1.30; 95% CI: 1.01–1.67). Statistically significant improvements were observed for aggression (Week 8 standardised mean difference [SMD]: -0.61; 95% CI: -0.95 to -0.26), psychosis (Week 8 SMD: -0.9; 95% CI: -1.46 to -0.34), and anxieties/phobias (Week 8 SMD: -0.19; 95% CI: -0.35 to -0.04). Factors influencing pharmacokinetics and pharmacodynamics (e.g., body mass index, endocrine diseases, race, gender) potentially modified treatment effects. Early response at week 2 predicted outcomes at weeks 4 (OR: 9.04; 95% CI: 6.10–13.39) and 8 (OR: 4.46; 95% CI: 3.00–6.62).

Conclusion/Discussion. Risperidone provided symptom-specific benefits, especially for aggression, psychosis, and anxiety/phobia with no effect on activity, affective, or sleep disturbances. Subgroup analyses identified potential pharmacokinetic-related factors influencing treatment efficacy, while early response predicted sustained improvement. This study provides potential evidence for individualised treatment in people with BPSD; however, further research is needed to balance risks and benefits across subgroups.
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