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Atypical Antipsychotics in Dementia: Not as Much 
Data as we Thought 
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Behavioural and psychological symptoms of dementia (BPSD) include agitation, 
aggression, psychosis, wandering, and disturbed sleep. Historically, neuroleptic 
antipsychotics like haloperidol were the main pharmacological therapy with 
moderate efficacy and concerning extrapyramidal side effects (EPS). The atypical 
antipsychotics have been well studied in young patients with psychosis; these 
data have been extrapolated to the care of older patients with BPSD where these 
drugs are perceived to be more efficacious, safer, and more easily administered. 

The authors conducted a well-documented systematic review of double blind 
randomised controlled trials of clozapine, risperidone, olanzapine, and quetiapine 
for the management of dementia. Five trials were identified representing 1570 
participants (>96% were in an institution, mean age=82, mean MMSE=7/30). 
Four trials evaluated risperidone and one evaluated olanzapine; four were placebo 
controlled. All trials were short – 6-12 weeks. Atypical antipsychotics always 
demonstrated some improvement in BPSD when compared with placebo. Two 
trials compared risperidone with haloperidol; one demonstrated superior efficacy 
of risperidone in secondary analyses only and the other showed no difference. 
One study demonstrated increased EPS with risperidone over placebo, and both 
of the comparison studies demonstrated increased EPS with haloperidol over 
risperidone. Other notable side effects were somnolence, abnormal gait, and 
increased cerebrovascular events. Withdrawal rates were high due to adverse 
events. No studies evaluated the impact of long-term atypical antipsychotic use 
or the potential metabolic disturbances that can be seen with these medications. 

Commentary: BPSD impairs quality of life for patients and carers, and increases 
the need for respite care and hospitalisation. Medications such as risperidone and 
olanzapine are being prescribed more commonly in the palliative care setting. 
Approximately 25% of aged care residents with advanced dementia receive 
antipsychotics at the end of life and approximately 40% of these are atypical 
antipsychotic medications. The rapid increase in use of these drugs is expensive 
with questionable benefit. Most evidence for these newer drugs is extrapolated 
from younger patient settings and is not likely to be applicable to frail elderly 
demented patients with multiple comorbidities. In general, more long-term data 
including head-to-head evaluations for safety and cost are needed. Until these 
are available, clinicians should not be so dogmatic about the inferiority of old 
cheap medications such as haloperidol. 

At the time of publication, the full text of the original article was available free of 

charge. 
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