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As psychiatrists treating an aging population, we frequently face 
the daunting challenges of managing medically complex and 
behaviorally unstable patients whose fragile condition tests 

the brightest among us. As our population enters late life, not only are 
physicians confronted with aging patients whose bodies have decreased 
renal and hepatic function, but we also face the challenges of the aging 
brain, severed neuronal networks, and neurotransmitter diminution. 
These physiological changes can alter treatment response, increase the 
frequency of adverse effects, and increase the likelihood of emergence of 
behavioral and psychological symptoms.

During the past decade, the number of people reaching age 65 has 
dramatically increased. As life expectancy improves, the “oldest old”—
those age 85 and older—are the fastest-growing segment of the popula-
tion. The prevalence of cognitive impairment, including mild cognitive 
impairment and dementia, in this cohort is >40%.1 Roughly 90% of 
patients with dementia will develop clinically significant behavioral 
problems at some point in the course of their illness.2 

Behavioral and psychological symptoms of dementia (BPSD) have 
a tremendous impact on the quality of life for both patients and their 
caregivers. We are experts in understanding these behaviors and craft-
ing nonpharmacologic treatment plans to manage them. Understanding 
the context in which behaviors emerge allows us to modify the envi-
ronment, communication strategies, and other potential triggers, in turn 
reducing the need for pharmacologic intervention. 

However, when nonpharmacologic interventions have been 
exhausted, what are the options? Antipsychotics have been one of the 
approaches used to address the challenges of behavioral disturbances 
and psychosis occurring in dementia. Unfortunately, there is conflict-
ing evidence regarding the risks and benefits associated with the use 
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of antipsychotics in this population. In this 
article, we provide a roadmap for the judi-
cious use of antipsychotics for patients with 
dementia.

Weighing the risks and benefits  
of antipsychotics
Until better treatment options become 
available, second-generation antipsychotics 
(SGAs) continue to have an important but 
limited role in the treatment of behavioral 
disturbances in dementia. Although safety 
risks exist, they can be minimized through 
the careful selection of appropriate patients 
for treatment, close monitoring, and effec-
tive communication with patients and care-
givers before and during treatment.

Several studies examining the efficacy of 
antipsychotics in the treatment of BPSD have 
demonstrated an increased risk of cerebro-
vascular events, including stroke and death 
due to any cause.3 This evidence prompted 
the FDA to issue a “black-box” warning in 
2005 to highlight the increased risk of mor-
tality for patients with dementia who are 
treated with SGAs.4 Both first-generation 
antipsychotics (FGAs) and SGAs have been 
associated with higher rates of mortality 
than most other psychotropic classes, except 
anticonvulsants. This increased mortality 
risk has been shown to persist for at least 6 to 
12 months.5,6 FGAs appear to be associated 
with a greater mortality risk compared with 
SGAs. As a result, if antipsychotic treatment 
is necessary, the use of FGAs in this popula-
tion is not recommended.

The potential mechanisms leading to 
stroke and death remain unclear. They could 
include orthostatic hypotension, anticho-
linergic adverse effects, QT prolongation, 
platelet aggregation effects, and venous 
thromboembolism. The presence of cardio-
vascular and vascular risk factors, electro-
lyte imbalances, cardiac arrhythmias, and 
concomitant use of medications that prolong 
the QTc interval may confer additional risks.

Although the use of antipsychotics for 
patients with dementia may increase the 
risk of mortality, the absolute increased risk 
to a given individual, at least with short-
term treatment, is likely small. The risk may 
also vary depending on the choice of SGA. 

Patients who were treated with quetiapine 
had a slightly lower risk of death than those 
who were treated risperidone.5 Death rates 
among patients prescribed aripiprazole, 
olanzapine, and ziprasidone were similar to 
the death rates of patients who were treated 
with risperidone. Compared with patients 
who were treated with risperidone, patients 
who were treated with the FGA haloperidol 
were twice as likely to die during a subse-
quent 6-month observation period. The larg-
est number of deaths occurred during the 
first 40 days of treatment.5  

While this increased risk of mortality is 
an important factor to discuss with patients 
and caregivers when deciding whether to 
initiate antipsychotic treatment, it is also 
important to put it into perspective. For 
example, the risk of suddenly dying from 
a stroke or heart attack for a person with 
dementia who is not taking an antipsy-
chotic is approximately 2%. When an indi-
vidual is started on one of these agents, that 
risk increases to approximately 4%. While 
the mortality risk is doubled, it remains 
relatively small.4 When faced with verbal 
or physical assaults, hostility, paranoid ide-
ations, or other psychotic symptoms, many 
families feel that this relatively low risk 
does not outweigh the potential benefits 
of reducing caregiver and patient distress. 
If nonpharmacologic and/or other phar-
macologic interventions have failed, the 
treatment has reached a point of no good 
alternatives and therapy should then focus 
on minimizing risk.

Informed consent is essential. A discus-
sion of risks and benefits with the patient, 
family, or other decision-makers should 
focus on the risk of stroke, potential meta-
bolic effects, and mortality, as well as 
potential worsening of cognitive decline 
associated with antipsychotic treatment. 
This should be weighed together with 
the evidence that suggests psychosis and 
agitation are associated with earlier nurs-
ing home admission and death.7,8 Families 
should be given ample time and opportu-
nity to ask questions. Alternatives to imme-
diate initiation of antipsychotics should be 
thoroughly reviewed.

Despite the above-noted risks, expert con-
sensus suggests that the use of antipsychotics 
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in the treatment of individuals with dementia 
can be appropriate, particularly in individu-
als with dangerous agitation or psychosis.9 
These agents can minimize the risk of vio-
lence, reduce patient distress, improve the 
patient’s quality of life, and reduce caregiver 
burden. In clinical trials, the benefits of anti-
psychotics have been modest. Nevertheless, 
evidence has shown that these agents can 
reduce psychosis, agitation, aggression, hos-
tility, and suspiciousness, which makes them 
a valid option when other interventions have 
proven insufficient.

Target specific symptoms
Despite this article’s focus on the appropri-
ate use of antipsychotics for patients with 
BPSD, it is important to emphasize that 
the first-line approach to the management 
of BPSD in this population should always 
be a person-centered, psychosocial, multi-
disciplinary, nonpharmacologic approach 
that focuses on identifying triggers and 
treating potentially modifiable contribu-
tors to behavioral symptoms. Table 110 out-
lines common underlying causes of BPSD 
in dementia that should be assessed before 
prescribing an antipsychotic. 

Alternative psychopharmacologic treat-
ments based on a psychobehavioral meta-
phor should also be considered (Table 2,11 
page 30). This approach matches the domi-
nant target symptoms to the most relevant 
medication class.11 For example, in the case 

of a verbally and physically agitated patient 
who is also irritable, negative, socially 
withdrawn, and appears dysphoric, we 
might first undertake a trial of an antide-
pressant. Conversely, if the patient shows 
agitation in the context of increased motor 
activity, loud and rapid speech, and affec-
tive lability, we might consider the use of a 
mood stabilizer. Pharmacologic treatment 
should be aimed at the modification of 
clearly identified and documented target 
behaviors.

Indications to use antipsychotics for 
patients with dementia include:

•	�severe agitation and aggression associ-
ated with risk of harm

•	delusions and hallucinations
•	�comorbid preexisting mental health con-

ditions (eg, bipolar disorder, schizophre-
nia, treatment-resistant depression, etc.).

Symptoms that do not usually respond 
to an antipsychotic include wandering, 
social withdrawal, shouting, pacing, touch-
ing, cognitive defects, and incontinence.12 
These symptoms may respond to interven-
tions such as changes to the environment.

Choosing an antipsychotic
Once you have identified that an antipsy-
chotic is truly indicated, the choice of an 
agent will focus on patient-related factors. 
Considerations such as frailty, comorbid 
medical conditions including diabetes, his-
tory of falls, hepatic insufficiency, cardiac 
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Table 1

Underlying causes of behavioral and psychological symptoms  
of dementia
Cause(s) Cautions

Unrecognized infections Check for urinary tract infections, in particular

Medication regimen Check for medications that may cause or aggravate symptoms

Electrolyte disturbances Hyponatremia and dehydration may produce confusion/delirium

Constipation Pain and discomfort due to untreated constipation may lead to distress; 
check underlying cause, including medications

Pain Unrecognized or untreated pain is common in geriatric patients and is 
often difficult to identify and assess in a person with dementia

Hearing or vision problems Conduct regular assessment of sensory function

Environmental factors Noise, poor lighting, frustration finding facilities (ie, bathroom), and 
other environmental factors can cause distress

Source: Adapted from reference 10 
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arrhythmias, and cerebrovascular risk fac-
tors, should all be analyzed prior to initiat-
ing an antipsychotic. The presence of these 
conditions will increase the likelihood that 
adverse effects may occur. It will also guide 
the dose trajectory and the target dose for 
discontinuation. Antipsychotics differ with 
respect to their efficacy and adverse effect 
profile. For practical purposes, adverse 
effects typically guide the selection of 
these agents when used for patients with 
dementia.

Gradual structural changes occur in 
the dopaminergic system with age and 
increase the propensity for antipsychotic 
adverse effects. The number of dopami-
nergic neurons and D2 receptors decreases 
approximately 10% per decade. In order to 
avoid the development of adverse effects 
related to extrapyramidal symptoms, 
approximately 20% of receptors need to 
be free. FGAs tend to block approximately 
90% of D2 receptors, whereas SGAs block 
less than 70% to 80% and dissociate more 
rapidly from D2 receptors.13 FGAs should 
therefore be avoided, as they have been 
associated with numerous adverse effects, 
including parkinsonism, tardive dyski-
nesia, akathisia, sedation, peripheral and 
central anticholinergic effects, postural 
hypotension, cardiac conduction defects, 
and falls. As noted above, they have 
been linked to a greater risk of mortality 
(Figure,14 page 31).

 When the decision to use an antipsy-
chotic agent is made for a person with 
dementia, SGAs appear to be a better 
choice. There appear to be modest differ-
ences within the class of  SGAs in terms 
of effectiveness, tolerability, and adverse 
effect profile. Although the association 

between the dose of an antipsychotic and 
the risk of mortality or stroke remains 
undefined, other common adverse effects, 
such as sedation, extrapyramidal symp-
toms, and risk of falls, can be reduced by 
starting at the lowest dose possible and 
titrating slowly.

Dosing considerations
When beginning treatment with an antipsy-
chotic, the starting dose should be as low as 
possible. This is particularly important for 
patients who are older, frail, cognitively 
impaired, or who carry a specific, significant 
risk that the antipsychotic may increase, 
such as a risk for falling. The starting dose 
can be divided or scheduled according to 
the behavior. For example, a lunchtime dose 
may be appropriate for patients exhibiting 
increased agitation towards the end of the 
day (“sundowning”). A good rule of thumb 
is to administer a dose approximately  
2 hours before the behaviors typically occur. 
While there is no formal evidence from 
clinical trials to support this type of dosing 
schedule, clinical experience has shown it 
to have merit.

Dose increments should be modest and, 
in a nonemergent setting, may be adjusted 
at weekly intervals depending on response. 
Prior to starting a treatment trial, it is advis-
able to estimate what will constitute a worth-
while clinical response, the duration of 
treatment, and the maximum dose. Avoid 
high doses or prolonged use of antipsychot-
ics that have not significantly improved the 
target behavior.

When the decision to use a SGA is 
made, choosing the initial starting dose  
is challenging given that none of these 
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Table 2

Psychopharmacologic treatments based on a  
psychobehavioral metaphor
Symptoms Medication class

Depressed/anxious: agitated, socially withdrawn, dysphoric, irritable Antidepressant

Manic: agitated, psychomotor activation, labile affect, rapid speech Mood stabilizer

Psychotic: agitated, aggressive, delusional, hallucinating Antipsychotic

Source: Reference 11
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medications has an indication for use in 
this population. We propose doses that 
have been used in completed random-
ized trials that reflect the best information 
available about the dose likely to maxi-
mize benefit and minimize risk. On the 
basis of those trials, reasonable starting 
doses would be15-22:  

•	quetiapine 25 to 50 mg/d 
•	risperidone 0.5 to 1 mg/d
•	�aripiprazole 2 to 10 mg/d 
•	olanzapine 2.5 to 5 mg/d 
•	ziprasidone 20 mg/d   
The highest doses tested for each of these 

compounds in randomized clinical trials for 
this population were: risperidone 2 mg/d, 
olanzapine 10 mg/d, and aripiprazole  
15 mg/d. A wide variety of maximum 
doses of quetiapine were studied in clini-
cal trials, with a top dose of 200 mg being 
most common. It is worth noting that  
doses higher than these have been used for 
other indications.15-22 

Quetiapine. One of the most commonly 
prescribed antipsychotics for the treat-
ment of BPSD in individuals with mem-
ory disorders is quetiapine. The reasons 
for this preference include a low risk of 
extrapyramidal adverse effects, flexibility 
of dosing, ability to use lower dosages, 
and evidence of the lower risk of mortal-
ity when compared with other second-
generation agents.5,15 If an antipsychotic 
is indicated, quetiapine should be consid-
ered as a first-line antipsychotic therapy. 
Quetiapine has well-established effects on 
mood, anxiety, and sleep, all of which can 
be disrupted in dementia and can act as 
drivers for agitation.5,15 Starting quetiapine 
may mitigate the need for separate agents 
to treat insomnia, loss of appetite, or anxi-
ety, although it is not FDA-indicated for 
these comorbid conditions. Quetiapine is 
also less likely to exacerbate motor symp-
toms compared with other SGAs but has 
the potential to increase the risk of falls, 
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Figure 

Hazard ratios for death from causes other than cancer by dose of 
various antipsychotics, with low-dose group of each drug as reference

Source:  Reference 14

CI: confidence interval
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and orthostasis, and carries a considerable 
anticholinergic burden.5,15  

Risperidone has been shown to provide 
modest improvements in some people 
exhibiting symptoms of aggression, agi-
tation, and psychosis.5,15 There is no evi-
dence that risperidone is any more effective 
than other SGAs, but it has been tested on 
more geriatric patients than other SGAs. The 
fact that it is also available in an orally dis-
integrating tablet makes it a practical treat-
ment in certain populations of patients, such 
as those who have difficulty swallowing. 
Risperidone carries the highest extrapyrami-
dal symptom burden among the SGAs due 
to its potent D2 receptor binding. 5,15

Aripiprazole. There have been several 
studies of aripiprazole for the treatment 
of psychosis and agitation in Alzheimer’s 
dementia.15 This medication showed mod-
est effect and was generally well tolerated. 
Aripiprazole appears to have less associ-
ated weight gain, which may be pertinent 
for some patients. It also appears to be less 
sedating than many of the other SGAs. 
However, some patients may experience 
activation or insomnia with this agent, 

particularly with doses <15 mg/d. This acti-
vating effect may be beneficial for treating 
comorbid depressive symptoms, although 
lower doses could theoretically worsen 
psychosis due to the activating effects.

Aripiprazole has also been studied in 
Parkinson’s disease. While some patients 
had favorable responses with improve-
ment in psychosis and behavioral dis-
turbances, this medication was also 
associated with worsening of motor symp-
toms. Certain individuals also experienced 
a worsening of their psychosis.23 For this 
reason, it is unlikely to be a useful agent 
for patients displaying evidence of parkin-
sonism, Parkinson’s dementia, or demen-
tia with Lewy bodies.

Olanzapine. Several studies have shown 
that low-dose olanzapine has been modestly 
effective in decreasing agitation and aggres-
sion in patients suffering from Alzheimer’s 
and vascular dementias.24 The medication 
is also available in an orally disintegrating 
form, which may be beneficial when treat-
ing individuals whose swallowing abilities 
are compromised. Olanzapine also has been 
associated with significant weight gain and 
metabolic syndrome.24 

Table 3

Dosing and common adverse effects of select second-generation 
antipsychotics
Antipsychotic Initial dosing Adverse effects

Quetiapine 25 to 50 mg/d Sedation (++), weight gain (++), orthostatic hypotension (++), 
extrapyramidal symptoms (+), parkinsonism, akathisia, dystonic 
reaction, hyperprolactinemia

Risperidone 0.5 to 1 mg/d Sedation (+), weight gain (++), orthostatic hypotension (++), 
extrapyramidal symptoms (++), parkinsonism, akathisia, dystonic 
reaction, hyperprolactinemia

Aripiprazole 2 to 10 mg/d Sedation (+), weight gain (+/–),  orthostatic hypotension (+/–), 
extrapyramidal symptoms (+), parkinsonism, akathisia, dystonic 
reaction, headache, anxiety, insomnia, nausea

Olanzapine 2.5 to 5 mg/d Sedation (++), weight gain (++++), orthostatic hypotension (++), 
extrapyramidal symptoms (++), parkinsonism, akathisia, dystonic 
reaction, hyperglycemia, diabetic ketoacidosis

Ziprasidone 20 mg/d Sedation (++), weight gain (+/–), orthostatic hypotension (+), 
extrapyramidal symptoms (++), parkinsonism, akathisia, dystonic 
reaction, contraindicated in acute MI, persistent QTc >500 ms

Source: Reference 10

MI: myocardial infarction

Adverse effects: Uncommon (+/–), Mild (+), Mild to moderate (++), Moderate (+++), Severe (++++)
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Ziprasidone. There are no specific studies 
of ziprasidone for geriatric patients and 
none for patients with dementia. However, 
case reports have suggested both oral and 
injectable forms of the medication may 
be well tolerated and have some benefit 
in treating agitation in this population.25 
Based on evidence from younger popu-
lations, ziprasidone is less likely to be 
associated with weight gain or orthostatic 
hypotension. Medication has been associ-
ated with QTc prolongation and should 
be used with caution and monitored with  
an ECG.

The initial dosing and potential adverse 
effects of quetiapine, risperidone, aripip-
razole, olanzapine, and ziprasidone are 
highlighted in Table 310 (page 32).

Other SGAs. Newer antipsychotics have 
recently become available and may serve 
as additional tools for managing BPSD in 
the future. Unfortunately, there are cur-
rently no available studies regarding their 
efficacy in the treatment of agitation and 
psychosis in dementia. One notable excep-
tion is pimavaserin, a serotonin 2A recep-
tor inverse agonist. This medication has 
recently been FDA-approved for the treat-
ment of Parkinson’s disease psychosis. The 
medication was extensively studied in older 
patients. It appeared to be effective in reduc-
ing delusions and hallucinations while not 
impairing motor function or causing seda-
tion or hypotension.23 Additional studies 
are currently ongoing for the treatment of 
Alzheimer’s dementia psychosis.

Monitor treatment, consider 
discontinuation
American Psychiatric Association guidelines 
on the use of antipsychotics to treat agita-
tion or psychosis in patients with dementia 
currently recommend that clinicians use a 
quantitative measure to track symptoms and 
response to treatment.26 These measures may 
be formal, such as an overall assessment of 
symptom severity on a Likert scale, or as 
simple as monitoring the changes in the fre-
quency of periods of agitation.

After starting an antipsychotic, a follow-
up appointment should typically take place 

within 1 month. If the patient is at high risk 
for developing adverse effects, or if the 
symptoms are severe, a follow-up appoint-
ment for monitoring the response to treat-
ment and potential adverse effects should 
occur within 1 week. At a minimum, expert 
consensus suggests follow-up visits should 
occur every 3 months.

If there is no clinical response after  
4 weeks of adequate dosing of an anti
psychotic, the medication should be tapered 
and withdrawn. Switching to an alternative 
agent may be appropriate.

Many patients will have only partial 
remission of target symptoms. Therefore, 
increasing the dose or switching to an alter-
native agent may be necessary. Concurrent 
use of multiple antipsychotic agents should 
be avoided.

Table 4

Antipsychotics for patients with 
dementia: Take-home points
Before prescribing an antipsychotic to treat 
BPSD in a patient with dementia, assess the 
benefits and risks of treatment. Review the 
increased risk of mortality with the patient 
and family

An antipsychotic is indicated only if 
aggression, agitation, or psychotic symptoms 
cause severe distress or an immediate risk 
of harm to the patient or others, or if more 
conservative treatments have failed

Pharmacologic treatment should be aimed at 
modifying clearly identified and documented 
target behaviors 

Regularly monitor the patient’s condition for 
clinical response and adverse effects

Initiate concurrent nonpharmacologic 
measures along with drug treatment

Start the patient on the lowest possible dose, 
and if a dose increase is necessary, titrate 
slowly to therapeutic effect

Review the need for ongoing treatment with 
an antipsychotic after 3 months and regularly 
thereafter. Consider discontinuing the 
antipsychotic because symptoms may  
not recur

Discontinuation of antipsychotics should 
be done gradually by reducing the dose 
by 50% every 2 weeks, and then stopping 
after 2 weeks on the minimum dose, with 
monitoring for recurrence of target symptoms 
or emergence of new ones

BPSD: behavioral and psychological symptoms  
of dementia
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Maintenance treatment may be appro-
priate for patients who have demon-
strated a clear benefit from antipsychotic 
treatment without undue adverse effects, 
and in whom a trial dose reduction has 
resulted in reappearance of the target 
symptoms. A formal monitoring plan to 
assess changes in response and the sig-
nificance of adverse effects should be in 
place. Review the target behavior, changes 
in function, and significance of adverse 
effects at least every 3 months.

How to approach discontinuation
Behavioral and psychological  symptoms 
of dementia are frequently temporary. If 
the patient has been stable, gradual dose 
reduction and eventual discontinuation of 
antipsychotics should be attempted every 
3 months. Studies have reported that most 
patients who were taken off antipsychotics 
for treating BPSD showed no worsening of 
behavioral symptoms.27 

Discontinuation of antipsychotics should 
be done gradually by reducing the dose by 
50% every 2 weeks, and then stopping after 
2 weeks on the minimum dose, with moni-
toring for recurrence of target symptoms or 

emergence of new ones. The longer a medi-
cation has been prescribed, the slower the 
withdrawal occurs. Thus, the possibility of 
emerging symptoms related to drug with-
drawal will lessen.

A roadmap for judicious 
prescribing
Table 4 (page 35) summarizes the take-home 
points when prescribing an antipsychotic to 
treat BPSD for a patient who has dementia. 
Although SGAs may be associated with sig-
nificant adverse effects and risks, they can 
be appropriate for treating BPSD in patients 
with dementia, particularly for individu-
als with dangerous agitation or psychosis. 
These agents can minimize the risk of vio-
lence, reduce patient distress, improve the 
patient’s quality of life, and reduce caregiver 
burden. In clinical trials, the benefits of anti-
psychotic medications have been modest. 
Nevertheless, evidence suggests SGAs can 
reduce psychosis, agitation, aggression, hos-
tility, and suspiciousness, which makes them 
a valid option to consider when those symp-
toms are present and other interventions 
have proven insufficient.

When underlying treatable or reversible 
causes of BPSD in dementia have been ruled 
out or nonpharmacologic treatments have 
failed, a trial of an antipsychotic may be 
indicated. The choice of agent should focus 
on patient-related factors and on clearly 
identified target behaviors. Treatment 
should be started at a low dose and titrated 
cautiously to the lowest effective dose.

Behavioral and psychological symp-
toms of dementia are frequently temporary. 
Therefore, a gradual reduction and even-
tual withdrawal of antipsychotic medica-
tions should be attempted every 3 months. 
Studies indicate that most patients are able 

Related Resources
•	�Kales HC, Mulsant BH, Sajatovic MS. Prescribing 

antipsychotics in geriatric patients: Focus on dementia. 
Third of 3 parts. Current Psychiatry. 2017;16(12):24-30.

•	�Meeks TW, Jeste DV. Antipsychotics in dementia: Beyond 
‘black-box’ warnings. Current Psychiatry. 2008;7(6):51-52, 
55-58, 64-65.

Drug Brand Names

Aripiprazole • Abilify
Haloperidol • Haldol
Olanzapine • Zyprexa
Pimavanserin • Nuplazid

Risperidone • Risperdal
Quetiapine • Seroquel
Ziprasidone • Geodon

Bottom Line
Until better treatment options become available, second-generation antipsychotics  
(SGAs) continue to have an important, albeit limited, role in the treatment of 
behavioral disturbances in dementia. Despite the limitations of treatment, SGAs 
remain a valid consideration when other interventions have proven insufficient. 
However, judicious use of these agents remains the cornerstone of therapy.
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to tolerate elimination of antipsychotic med-
ications with no worsening of behavioral 
symptoms.

Despite the limitations of treatment, 
SGAs remain a valid consideration when 
other interventions have proven insuffi-
cient. However, judicious use of these agents 
remains the cornerstone of therapy.
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Clinical Point

A gradual reduction 
and eventual 
withdrawal of 
antipsychotics 
should be attempted 
every 3 months


