Treatment Modifiers and Predictors of Risperidone in Dementia: An Individual Participant Meta-Analysis
Hieu T. Le1, Edward C.Y. Lau1, Sarah N Hilmer2, Yun-Hee Jeon1, Christine Y. Lu1,2, Tuan A. Nguyen3, Lee-Fay Low1, and Edwin C.K. Tan1,2. Faculty of Medicine and Health, The University of Sydney, Sydney, NSW1; Kolling Institute, Royal North Shore Hospital, St Leonards, NSW2; National Aging Research Institute, Parkville, VIC3. 
Introduction. Risperidone is the only antipsychotic approved in some countries for behaviours and psychological symptoms of dementia (BPSD). Its benefits appear modest and vary by symptom, while risks remain a concern. Identifying responsive symptoms and predictors may support more individualised use.
Aims. To determine BPSD symptoms most responsive to risperidone, assess subgroup differences, and identify predictors of therapeutic response.
Methods. A one-stage individual participant data meta-analysis of six randomised controlled trials (Risperidone: N=1009; Placebo: N=712) was conducted. Symptoms were assessed with the Behavioural Pathology in Alzheimer’s Disease (BEHAVE-AD) scale across seven domains. Therapeutic response was defined as a ≥30% reduction in total scores. Mixed-effects logistic and linear regression were used to evaluate treatment effects, modifiers, and predictors.

Results. Risperidone did not significantly improve overall response (OR: 1.26; 95% CI: 0.97–1.63; p=0.08) but showed modest 8-week benefits for aggression (SMD: -0.22; 95% CI: -0.34 to -0.10; p<0.001), psychosis (SMD: -0.23; 95% CI: -0.37 to -0.09; p=0.001), and anxiety/phobias (SMD: -0.19; 95% CI: -0.35 to -0.04; p=0.014), with no effect on activity, affective, or sleep disturbances. Subgroup analyses suggested that pharmacokinetic and pharmacodynamic factors (e.g., BMI, endocrine disease, race/ethnicity) may modify treatment effects. Early response at week 2 strongly predicted sustained improvement at week 4 (OR: 9.04; 95% CI: 6.10–13.39; p<0.001) and week 8 (OR: 4.46; 95% CI: 3.00–6.62; p<0.001).
Discussion. Risperidone showed potential symptom-specific benefits in different time points, particularly for aggression, psychosis, and sleep disturbances. Subgroup analyses identified specific baseline characteristics influencing treatment efficacy, while early response and baseline cognitive function 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.
