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Topic Overview 
Aripiprazole is an atypical, second-generation antipsychotic that is mainly 
indicated in the treatment of depression, anxiety, bipolar I disorder and 
schizophrenia. It is also used for agitation in autism and for the treatment of 
Tourette disorder. Adult and pediatric use of aripiprazole is discussed in the 
literature and the American Pediatric Association has developed guidelines for 
the use of aripiprazole for the treatment of conduct disorder with aggression, 
irritability in children with autism and other personality disorders in youth. The 
potential of neuroprotective effects with aripiprazole use has been studied. 
Studies also show a lower risk of adverse effects with aripiprazole as compared 
with other antipsychotic drugs.  
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Accreditation Statement: RxCe.com is accredited by the State of Florida 
as a provider of continuing pharmacy education. 
 
Credits: 1 hour of continuing education credit 
 
Type of Activity: Continuing education 
 
Media: Internet                                                     Fee Information: $9 
 
Estimated time to complete activity: 1 hour, including Course Test and 
course evaluation 
 
Published: May 10, 2021       Expires: May 9, 2024 
 
Target Audience: This continuing education activity is intended for licensed 
pharmacists and associates. 
 
How to Earn Credit: From May 10, 2021, through May 9, 2024, participants 
must: 
 
1) Read the “learning objectives” and “author and planning team 

disclosures;” 
2) Study the section entitled “educational activity;” and 
3) Complete the Course Test and Evaluation form. The Course Test will be 

graded automatically. Following successful completion of the Course Test 
with a score of 70% or higher, a statement of participation will be made 
available immediately. (No partial credit will be given.) 

 
Educational Objectives: Upon completion of this educational activity, 
participants should be able to: 
 

1. Describe the basic pharmacological profile, use and clinical outcomes 
of aripiprazole treatment 
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2. Identify the dosing and uses for oral and long-acting injectable forms 
of aripiprazole, as well as the recommendations when switching 
between antipsychotics 

3. Compare  the benefits and risks of aripiprazole use for chronic 
mentally illness patients compared to other antipsychotics 

4. Identify the contraindications and potential side effects of aripiprazole 
 
 
Disclosures 
In accordance with the State of Florida Education Standards for Commercial 
Support, RxCe.com requires that all individuals involved in the development 
of activity content disclose their relevant financial relationships. A person has 
a relevant financial relationship if the individual of his or her spouse/partner 
has a financial relationship (e.g., employee, consultant, research grant 
recipient, speakers bureau, or stockholder) in any amount occurring the in the 
last 12 months with a commercial interest whose products or series may be 
discussed in the educational activity content over which the individual has 
control. The existence of these relationships is provided for the information of 
participants and should not be assumed to have an adverse impact on the 
content.  
 
All continuing education planners for RxCe.com learning activities are qualified 
and selected by RxCe.com, and required to disclose any relevant financial 
relationships with commercial interests. RxCe.com identifies and resolves 
conflicts of interest prior to an individual’s participation in development of 
content for an educational activity. Anyone who refuses to disclose relevant 
financial relationships must be disqualified from any involvement with a 
continuing pharmacy education activity. All planners, presenters, reviewers, 
RxCe.com staff and others with an opportunity to control content report no 
financial relationships relevant to this activity. 
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Introduction 
 

Aripiprazole is a second-generation, atypical antipsychotic that is best 
known under the brand name Abilify®. It was originally approved for the 
treatment of schizophrenia and bipolar I disorder but it has also been used for 
other psychiatric conditions in children and adults. Studies suggest that 
aripiprazole is superior to placebo and many first- and second-generation 
antipsychotics, and it is typically well tolerated. Aripiprazole is available in oral 
and long-acting injectable forms, which have unique pharmacokinetic profiles 
that must be considered when formulating a treatment plan. Treatment plans 
should account for the adverse effects antipsychotic medications may cause 
but aripiprazole has a favorable side-effect profile when compared to other 
antipsychotics. There are also recommendations clinicians should follow when 
switching to aripiprazole from another antipsychotic. 
 

Pharmacological Profile of Aripiprazole 
 

Aripiprazole is a second-generation, atypical antipsychotic that can be 
neuroprotective.1,2 Aripiprazole is a dopamine partial agonist due to its agonist 
pharmacology at certain receptor targets, most notably D2 autoreceptors. This 
distinguishes it from the first-generation dopamine antagonist or blockers.3 
While still referred to as a second-generation antipsychotic, aripiprazole is also 
referred to as a “prototypical third-generation antipsychotic” because of its 
unique characteristics.3 Moreover, it is also likely an H1 antagonist.3 

 
Uses and Dosing for Aripiprazole 

 
Aripiprazole has a labeled use to treat schizophrenia, bipolar I disorder, 

Tourette’s syndrome, and as an adjunctive therapy for major depressive 
disorder.1 Aripiprazole also has approved use as a treatment for autistic 
disorder with symptoms of irritability;4 and, it is used for other psychiatric 
conditions involving symptoms of depression and anxiety. Individuals 
reporting symptoms of agitation and/or psychosis associated with dementia 
have been treated successfully with aripiprazole as an off-label use.5 
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Clinical trials have established the efficacy and tolerability of oral 
aripiprazole at dosing ranges between 10 to 15 mg once daily, which can be 
increased in 5 mg increments approximately every week to a maximum dose 
of 30 mg/day.1,2 Aripiprazole is also available in a long-acting, monthly 
injectable form.6 
 
Long-acting Injectable Form 
 

Long-acting injectable antipsychotics have a unique pharmacokinetic 
profile, which make them particularly beneficial in the treatment of psychiatric 
conditions such as schizophrenia.6 Studies show that these drugs reduce 
psychopathology, hospitalizations, and mortality risks in patients. This is 
partly due to the development and use of new delivery mechanisms that 
enable long-acting injectables to help improve patient adherence to a 
treatment plan. This in turn reduces the likelihood that a patient may relapse.6 

 
It is important for clinicians to understand the pharmacokinetic and 

other differences between the oral and long-acting forms of aripiprazole: a 
misunderstanding of these differences may lead to poorer outcomes for 
patients.6 For example, a long-acting injectable form of aripiprazole will 
“exhibit flip-flop kinetics” that impact the time it takes for the drug to reach 
steady state because of its slower rate of absorption.6 Long-acting injectables 
“have more restrictive dose limitations than oral treatments.”6 This may not 
be important since high-dose long-acting injectable treatment may not 
provide a better treatment outcome compared to doses within the normal 
therapeutic range.6 Correll, et al. (2021) discuss the importance of 
individualizing a treatment plan, utilizing an oral antipsychotic before 
switching to a long-acting form, knowing when it is best to make dose 
adjustments, understanding the different dosing schedules for the distinctive 
forms of aripiprazole, e.g., aripiprazole lauroxil versus aripiprazole 
monohydrate, etc., and understanding that if adverse effects do present with 
aripiprazole, the use of a long-acting drug may prolong their duration.6 
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Switching Antipsychotic Drugs 
  

Careful monitoring of a patient is recommended when the patient 
switches from one antipsychotic to another.7,8 For example, a patient’s 
provider may recommend that the patient change from seroquel or risperdal 
to aripiprazole. The patient should be evaluated for metabolic responses after 
the change in drugs.7,8 Metabolic responses may include weight gain but this 
is typically not clinically significant with aripiprazole.2 A clinician may prescribe 
metformin or a statin to control this effect.7 
 

Side Effects of Aripiprazole 
 

Aripiprazole has a favorable side-effect profile when compared to first-
generation antipsychotics and when compared to other atypical 
antipsychotics.2,9 Aripiprazole has a low incidence of extrapyramidal side-
effects, weight gain, cardiovascular issues, hyperprolactinemia, 
hypercholesterolemia, and metabolic syndrome.2 Aripiprazole does not appear 
to have a higher incidence of extrapyramidal side-effects when compared to 
placebo at any dose; however, when aripiprazole is combined with haloperidol, 
there may be a slightly higher increase in extrapyramidal side-effects.2 

 
Children and adolescents have been reported to have an increase in 

extrapyramidal side-effects when they are treated with aripiprazole. There is 
also one reported case of acute dystonia from a single dose of aripiprazole in 
a patient suffering from a cocaine dependence.2 

 
At doses of 20 and 30 mg/day, aripiprazole was associated with a 

minimal increase in body weight but this was not “clinically significant” since 
the incidence of weight gain differed about 7% when compared to patients 
who received a placebo.2 The long-acting injectable form of aripiprazole 
perform similarly when it comes to side-effects.2 
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Aripiprazole Treatment 
 
Bipolar I Disorder  
 

The initial clinical trials of aripiprazole as an acute treatment for onset 
of manic episodes in patients who had bipolar I disorder established its 
effectiveness for this purpose.10-12 Subsequent research, published literature, 
authoritative reviews, and meta-analyses have confirmed this, and have 
reported significant efficacy in reducing the severity of manic episodes in 
patients who have bipolar disorder.13-17 In addition, aripiprazole in 
combination with lithium or valproic acid has been shown to be effective as a 
maintenance treatment for treating patients who have bipolar I disorder.17,18 
 

Recommended monotherapy or adjunctive dosing of aripiprazole for the 
treatment of manic or mixed mood states associated with bipolar I disorder 
include 10 to 15 mg once daily, which may increase 5 to 10 mg/day over a 
one-week period to a maximum dose of 30 mg/day depending on a patient’s 
response and tolerability.1  
 

Long-acting injectable aripiprazole was approved in July 2017 by the 
FDA as a maintenance monotherapy treatment for adults who have bipolar I 
disorder.18 The approval was based on the results of a double-blind, placebo-
controlled, 52-week randomized withdrawal study.18 This study found that a 
once a month 400 mg IM dose of injectable aripiprazole significantly decreased 
the time to recurrence of mood episodes and the rate of mood episodes.18 
 
Major Depressive Disorder  
 

The atypical antipsychotics are recommended as an adjunctive 
treatment for the treatment of major depressive disorder, and aripiprazole has 
a comparatively favorable benefit and risk profile. It was approved by the FDA 
for this purpose in 2007, and the initial clinical trials and later research 
established that aripiprazole is effective and that the clinical benefits are long-
lasting.19-22 
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Schizophrenia 
 

Aripiprazole has been proven to be an effective treatment for 
schizophrenia.23-28 There is currently no convincing evidence  that one 
antipsychotic is better than any other in terms of efficacy for treating 
schizophrenia, and comparative studies of the atypical antipsychotics have 
been described as having low to very low quality of evidence and are difficult 
to use clinically. However, there are definite and important differences 
between antipsychotics in their adverse effect profiles and their suitability for 
a specific patient.23-28 Many clinicians consider the adverse effect profile of 
aripiprazole (risk of metabolic changes, risk for anticholinergic effects, 
orthostatic hypotension, and QT prolongation) to be equal to many of the 
other atypical antipsychotics, which are believed to be superior to first-
generation antipsychotics.23-28 
 

Long-acting antipsychotics, including aripiprazole, have been effective 
at reducing the symptoms of schizophrenia.23-28 Long-acting injectable 
antipsychotics seem to have better adherence rates for schizophrenic patients 
when compared to oral forms. Reports of schizophrenic patients using oral 
antipsychotics have shown adherence below 60%.27 The long-acting injectable 
antipsychotics have inherent advantages like a need for less frequent dosing 
that would intuitively seem to help increase patient adherence. However, the 
evidence that the long-acting injectable formulations of the antipsychotics 
increase adherence is inconclusive.27,28 
 
Autistic Disorder  
 

Aripiprazole has FDA approval (2009) for treating irritability in children 
who have autism spectrum disorder and has been recommended for this 
purpose.29,30 Multiple clinical trials found that aripiprazole significantly 
improved the Aberrant Behavior Checklist (ABC) and Clinical Global 
Impressions – Improvement (CGI-I) scale of children and adolescents.30,31  
 

One 52-week, open-label study of aripiprazole flexible-dosing of 2–
15 mg/day focused on the treatment of irritability associated with autistic 
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disorder in children and adolescents.32 An estimated 38.2% of the study 
subjects were given concomitant antidepressants (13.4%), psychostimulants 
(11.5%), and antiepileptics (5.9%).32 At week 52, the authors reported, 
“mean change from baseline in Aberrant Behavior Checklist Irritability 
subscale scores was −8.0 in de novo subjects and −6.1 in prior placebo 
subjects; prior aripiprazole subjects maintained symptom improvement that 
was achieved with treatment in the prior study.”32 A majority of study subjects 
reportedly had a Clinical Global Impressions–Improvement score of 2 (much 
improved) or 1 (very much improved).32 

 
The evidence suggests that aripiprazole may be an effective 

maintenance treatment for symptoms of irritability in children with autistic 
disorder. Clinicians should be informed that aripiprazole use has been 
associated with significant side effects including aggression, extrapyramidal 
symptoms, increased appetite, sedation, and weight gain.29-31  
 
Tourette’s Syndrome 
 

Until 2014, the typical antipsychotics haloperidol and pimozide had been 
the only medication with an FDA-approved, labeled use for treating Tourette 
syndrome but aripiprazole was approved for this use in that year.33 Case 
reports had found that aripiprazole was effective for treating Tourette’s 
syndrome, and clinical studies that measured its effectiveness with the Yale 
Global Tic Severity Scale YGTSS) and the Clinical Global Impression – Tourette 
Syndrome (CGI-TS) confirmed the data from the earlier research.33,34 A 
subsequent study suggested that aripiprazole could be a treatment option for 
children and adolescents with tic disorders.35 Children and adolescents appear 
to tolerate this drug fairly well. Adverse events common to this age group in 
this study were “somnolence, headache, sedation, and nausea and 
vomiting.”35 
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Suicidal Ideation  
 

The FDA requires a U.S. Boxed Warning about antidepressants and 
suicide. Aripiprazole is not categorized as an antidepressant; however, the 
atypical antipsychotics are often prescribed for patients who have unipolar 
major depression.11,12 Although the FDA data analysis that was used as the 
basis for the U.S. Boxed Warning about antidepressants and suicide did not 
include information about the atypical antipsychotics, the prescribing 
information for aripiprazole and the other atypical antipsychotics is required 
to include the U.S. Boxed Warning about suicide.11,12   
 

There is some evidence that atypical antipsychotics may reduce the risk 
for suicide. To this end, certain atypical antipsychotics have a labeled use for 
reducing the risk of suicidal behavior in patients with schizophrenia or 
schizoaffective disorder.36 The strength of this effect and whether it truly 
occurs is unclear, and this is also true of aripiprazole. There is encouraging 
evidence that aripiprazole decreases the risk for suicide but the evidence is 
not conclusive.36 Ringbäck, et al. (2014) reported that patients who were 
prescribed aripiprazole, along with patients prescribed clozapine or 
olanzapine, had a reduced risk of suicide compared to patients administered 
other antipsychotics.36 Weisler, et al. (2011) reported on study subjects 
prescribed aripiprazole 2 mg, 10 mg, or a placebo for six weeks, and suicidal 
ideation was noticed more in subjects who had taken the placebo.37 
 

Some prior studies suggested that aripiprazole use could correspond 
with worsening decompensation in psychotic patients previously treated with 
antipsychotic drugs. This involved either switching to or adding aripiprazole in 
patients thought to be treatment resistant and/or susceptible to dopamine 
supersensitivity psychosis (DSP), which is thought to be the basis of rebound 
psychosis, drug tolerance, and tardive dyskinesia.38 Many of these were 
difficult cases that involved prior antipsychotic dosing that prescribed higher 
than recommended dosing. While some studies reported increased psychiatric 
treatment failure with aripiprazole use as compared to other antipsychotic 
drug use, other reviews of clinical trials involving severe mental illness showed 
no association between aripiprazole use and worsening psychosis when 
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compared to other antipsychotic drug use.39 More research is needed on the 
potential risk of psychiatric treatment failure in patients with more severe 
psychiatric diseases and who were highly exposed to antipsychotic drugs 
before switching to aripiprazole. 
 
Dementia-Related Psychosis  
 

The prescribing information for many of the atypical antipsychotics has 
a U.S. Boxed Warning that advises clinicians that the use of these drugs in 
elderly patients who have dementia increases the risk of death.1,12,40 This 
Boxed Warning was added to the prescribing information because an analysis 
by the FDA of 17 placebo-controlled trials found that the risk of death in the 
treated patients was 1.6 – 1.7 times that of the patients who received a 
placebo.40 The rate of death in the patients receiving an antipsychotic was 
4.5%, and for the placebo group it was 2.6%; most of the deaths appeared 
to be from cardiovascular causes or infection.12,40 In 2008 this warning was 
extended.40 The FDA had determined that the typical antipsychotics were 
associated with this risk as well, and their assessment was confirmed by a 
randomized, placebo-controlled trial and a separate meta-analysis.40    
 

Rubino, et al. (2020) stated that “several studies reported a decreased 
prevalence of antipsychotic medication use by elderly patients with dementia 
after the 2005 warning. However, the warning’s long-term association with 
health outcomes in elderly patients remains unknown.”40 The authors 
attempted to compare the use of atypical antipsychotics with other psychiatric 
medications, and opioids, by looking at health events, cardiovascular and 
cerebrovascular events, falls and/or fractures, and mortality. They suggested 
that the boxed warning on the use of antipsychotics may have been associated 
with unanticipated outcomes and potential harm.40 According to Furey and 
Wilkins (2016), no FDA-approved treatment options are available for 
prescribers to reference in the treatment of dementia-related behavioral 
disorders, such as agitation and psychosis, but there are randomized 
controlled trials supporting atypical antipsychotic use in cautious amounts to 
help control symptoms.41 Expert consensus and professional guidelines 
reference second-generation antipsychotics for certain cases involving elderly 
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patients where other treatment has failed.41 The off-label atypical 
antipsychotic use for elderly patients, including those diagnosed with 
dementia has reportedly increased over the recent years.41 

 
Case Study: Aripiprazole 

 
The following case study focuses on the treatment of psychosis in older 

patients with dementia.42 The authors of this case study reported on a 74-
year-old female who was diagnosed with Alzheimer's disease (AD) exhibiting 
hypersexual tendencies to other females, including caregivers and family 
members.42 The patient eventually required placement at a nursing home 
where she continued to behave hypersexual toward female peers and staff.42 
 

A social history was obtained that revealed the patient had been married 
once and had three adult children. Following the death of her husband, the 
patient’s family noticed that she showed odd behavior, and then developed 
increased forgetfulness, repetitive behavior, and social withdrawal following 
hip surgery. A neurologist was consulted and diagnosed her with Alzheimer’s 
disease (AD) and started donepezil 10  mg daily.42  
 

The patient reportedly became more anxious, restless and showed 
hallucinatory behavior. Citalopram was titrated up to 40 mg daily, which 
alleviated symptoms of anxiety but hallucinations (visual and auditory) were 
increased and corresponded with paranoid delusions. The patient thought 
someone was chasing her, and isolated indoors with windows closed. She was 
also noticed to wear bright colorful clothes. Cognitive deficits included “severe 
memory deficits and visual and auditory hallucinations during the night 
time.”42 
 

A neuropsychological assessment that used several evaluation scoring 
tools showed severe “memory impairment, moderate deficit in executive 
functions, visuospatial ability, attention, and concentration.”42 Memantine 
(titrated to) 20  mg and quetiapine 25 mg at bedtime were recommended. 
Symptoms of hallucinations and delusions were reduced on this treatment, 
although she continued to show a cognitive deficit.42 
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Two of the patient’s three siblings had been diagnosed with Alzheimer’s 
dementia. Recommended genetic testing had been declined by the patient’s 
family. Laboratory testing was performed; however, including a complete 
blood count, electrolytes, renal and liver function tests and vitamin B12 and 
folate levels, which were within normal limits. An electroencephalogram (EEG) 
showed “diffuse background slowing without epileptiform activity.”42 A 
magnetic resonance imaging (MRI) scan was unremarkable.42 
 

Quetiapine 25  mg had been the patient’s mainstay for medication 
treatment until it was replaced with aripiprazole 2.5  mg, which gradually 
increased to 10  mg daily. The patient’s hypersexual behaviors toward female 
staff began to reduce shortly after starting Abilify®, and no hypersexual 
behaviors were reported while taking aripiprazole treatment. She was able to 
interact appropriately with other residents and staff of both genders.42 
 

The authors of this case study referenced published reports focused on 
hypersexuality among patients with dementia and other conditions such as 
traumatic brain injuries and other neurological disorders. They stated that 
dementia, specifically, commonly results in hypersexuality and disordered 
sexual conduct. Despite this fact, there remains a paucity of research to help 
guide clinicians in the pharmacological and nonpharmacological treatment of 
individuals with dementia and sexualized behavioral issues.37 Patients, 
families, nursing staff, amongst other members of the health team need to be 
educated on the treatment of people diagnosed with dementia who display 
sexual behavior.42  
 

Summary 
 

Aripiprazole is a second-generation, atypical antipsychotic that is best 
known under the brand name Abilify®. It was originally approved for the 
treatment of schizophrenia and bipolar I disorder but it has also been used for 
other psychiatric conditions in children and adults. 
 

Aripiprazole is available in oral and long-acting injectable forms, which 
have unique pharmacokinetic profiles that must be considered when 
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formulating a treatment plan. It is important for clinicians to understand the 
pharmacokinetic and other differences between the oral and long-acting forms 
of aripiprazole: a misunderstanding of these differences may lead to poorer 
outcomes for patients: a long-acting injectable form of aripiprazole will impact 
the time it takes for the drug to reach steady state because of its slower rate 
of absorption. Long-acting injectables have specific dose limitations compared 
to oral treatments. 
 

Treatment plans should account for the adverse effects antipsychotic 
medications may cause but aripiprazole has a favorable side-effect profile 
when compared to other antipsychotics. Children and adolescents have been 
reported to have an increase in extrapyramidal side-effects when they are 
treated with aripiprazole. There are also recommendations clinicians should 
follow when switching to aripiprazole from another antipsychotic. 
 

Aripiprazole in combination with lithium or valproic acid has been shown 
to be effective as a maintenance treatment for treating patients who have 
bipolar I disorder. The atypical antipsychotics are recommended as an 
adjunctive treatment for the treatment of major depressive disorder. 
Aripiprazole has been proven to be an effective treatment for schizophrenia. 
Aripiprazole also has use for the treatment of Tourette’s syndrome and tic 
disorders. 
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Course Test 
 
1. Aripiprazole is categorized as a second-generation 
 

a. anticonvulsant. 
b. atypical antipsychotic. 
c. mood stabilizer. 
d. typical antipsychotic. 

 
2. Careful monitoring of a patient is recommended when the patient 

switches to aripiprazole from another antipsychotic because 
 

a. weight gain is a potentially significant adverse effect with 
aripiprazole. 

b. patients should be evaluated for metabolic responses after a change 
in drugs. 

c. aripiprazole is a first-generation antipsychotic. 
d. patients usually experience withdrawal syndrome. 

 
3. Aripiprazole is a dopamine 
 

a. antagonist. 
b. blocker. 
c. full antagonist. 
d. partial agonist. 

 
4. Aripiprazole is used as an adjunctive therapy to treat 
 

a. major depressive disorder. 
b. schizophrenia. 
c. bipolar I disorder. 
d. elderly patients with dementia-related psychosis. 

 
5. True or False: Aripiprazole was FDA approved for the treatment of 

Tourette’s syndrome. 
 

a. True 
b. False 
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6. The long-acting injectable form of aripiprazole exhibits 
____________ that impact(s) the time it takes for the drug to 
reach steady state. 

 
a. rapid absorption 
b. D2 antagonism 
c. flip-flop kinetics 
d. rapid concentration 

 
7. Clinical trials have established the efficacy and tolerability of oral 

aripiprazole dosing  
 

a. between 15 to 30 mg once daily with incremental increases up to 
50 mg/day. 

b. at a maximum of 50 mg/day. 
c. starting at 30 mg/day. 
d. between 10 to 15 mg once daily with incremental increases up to 

30 mg/day. 
 
8. Which of the following statements best explains the role of 

aripiprazole in reducing the risk of suicidal ideation? 
 

a. The evidence proves that aripiprazole reduces this risk. 
b. There is encouraging evidence that aripiprazole decreases the risk 

for suicide but the evidence is not conclusive. 
c. Suicidal ideation is always the same whether a patient receives 

aripiprazole or a placebo. 
d. Aripiprazole increases the risk for suicide and suicidal ideation. 

 
9. The reported incidences of extrapyramidal side-effects from the 

use of aripiprazole 
 

a. are high compared to other antipsychotics. 
b. are similar to first-generation antipsychotics. 
c. may be higher when aripiprazole is combined with haloperidol. 
d. All of the above 

 
10. ________________ is reportedly higher in children and 

adolescents who are treated with aripiprazole.  
 

a. extrapyramidal side-effects 
b. weight loss 
c. autism spectrum disorder 
d. tic syndrome 
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