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Objective: Estimate risk of sudden death and cardiovascular (CV)/cerebrovascular events with oral and long-acting injectable risperidone (RIS) and paliperidone (PALI).
Background: Risk of sudden cardiac death was significantly higher among users vs. nonusers of antipsychotics in a retrospective cohort study.
Methods: The database consisted of 41 placebo-controlled (PC) and 23 active-controlled (AC) trials. Treatment-emergent CV adverse events were identified using 7 predefined Standardised MedDRA Queries (SMQs): embolic/thrombotic events, cerebrovascular disorders, ischaemic heart disease, cardiac arrhythmias, cardiac failure, Torsades/QT prolongation, and convulsions. Mantel-Haenszel approach stratified by study was used to estimate odds ratios (OR) and 95% confidence intervals (CI), comparing RIS/PALI (combined) to placebo. 
Results: PC trials included 11,090 patients randomized to RIS (n=2,958), PALI (n=3,554), placebo (n=3,517), or AC (n=1,061). Sudden death risk (OR) couldn’t be assessed because there was only one event. Risk was significantly increased in the combined RIS/PALI group for 5 of 7 SMQs (criteria not met for ischaemic heart disease and convulsions SMQs). At the preferred term level, risk (OR [95% CI]) was increased in the combined RIS/PALI group vs. placebo for 6 unique terms: syncope (2.8 [1.2, 6.8]), tachycardia (2.4 [1.5, 36]), palpitations (3.1 [1.1, 8.7]), oedema peripheral (1.6 [1.1, 2.4]), dysarthria (3.7 [1.7, 8.2]), and transient ischaemic attack (3.6 [1.2, 10.7]). In the combined PC/AC trials, incidence of CV death was low and similar across groups. Conclusions: Evidence from a large safety database shows increased risk for several CV events with RIS and PALI, consistent with their known pharmacologic profile and product information. 

