Long-term off-label antipsychotic therapy and cardiometabolic outcomes in adults: a systematic review
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Introduction. Antipsychotic use for non-psychotic conditions is rising, often at low doses and long durations. There is a lack of evidence on the resulting safety issues.
	Outcome (number of studies/participants)
	Vote counting (% of studies [95% CI], P value, n)

	Weight gain (4/88,322)
	Increase (100% [39.8–100], P=0.125)

	Hyperglycaemia (3/119,617)
	Increase (100% [29.2–100], P=0.250)

	Dyslipidaemia (3/87,480)
	Increase (100% [29.2–100], P=0.250)


Aims. To review cardiometabolic safety of antipsychotics used for ≥1 year in adults with non-psychotic disorders.
Methods. Systematic review of randomised and observational studies. Due to high heterogeneity, data was synthesised through vote counting (using studies with comparison to untreated patients) and estimates depicted in forest plots without overall estimate.
Results. There were 13 observational studies with 663,718 participants (mean age 44.7 years, 46% males) and no clinical trials. Mean treatment duration was 3 years and nearly 50% of the studies reported low antipsychotic doses. Through vote counting, prolonged antipsychotic treatment was associated with weight gain, hyperglycaemia and dyslipidaemia among individuals with non-psychotic disorders compared with untreated patients or general population controls. A weak association was found for ischaemic heart disease and cardiometabolic mortality. Longer treatment duration was negatively linked to ischaemic heart disease and positively associated with cardiometabolic mortality, while higher treatment doses were positively correlated with hyperglycaemia, ischaemic heart disease, and cardiometabolic mortality. All studies had moderate-high methodological quality.
Discussion. Long-term antipsychotic use in adults, even at low doses, can disrupt metabolic processes that may have physical health impacts. It is crucial that healthcare providers consider safety issues carefully in their approach to antipsychotic prescription in non-psychotic conditions.
