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The use of antipsychotic drugs has expanded beyond their approved indications
for schizophrenia and bipolar disorder to include conditions such as insomnia, anxiety,
dementia-related behavioral disorders, and pediatric behavioral issues. This review
examines prescribing trends, clinical motivations, and ethical concerns surrounding the use
of antipsychotic medications across different populations. Second-generation agents—such as
risperidone, quetiapine, olanzapine, and aripiprazole—are preferred for off-label use due to
their favorable side-effect profiles and reduced risk of extrapyramidal symptoms. However,
off-label prescriptions often lack robust supporting evidence, increasing the risk of metabolic
syndrome, cardiovascular complications, cognitive decline, and higher mortality among
vulnerable patients. Drivers of off-label use include limited approved options, physician
practice patterns, and pharmaceutical promotion. Ethical prescribing requires evidence-based
justification, informed consent, and vigilant monitoring. This review underscores the need for
stricter regulatory guidelines, stronger evidence, and a patient-centered approach to safeguard
responsible off-label use of antipsychotic medications.
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Antipsychotic medications were originally
developed to manage severe psychiatric disorders
such as schizophrenia and bipolar disorder. In
recent years, however, their use has expanded
to a wider range of psychiatric and behavioral
conditions, including anxiety, insomnia, post-
traumatic stress disorder (PTSD), personality
disorders, and behavioral disturbances in dementia
and pediatric populations.' This growing off-label
use has sparked ongoing discussion about its
clinical justification and ethical implications.

Second-generation antipsychotics
(SGAs)—including risperidone, quetiapine,
olanzapine, and aripiprazole—are now more
frequently prescribed due to their broader therapeutic
profiles and reduced risk of neurological side effects
compared with first-generation agents.? Despite
their perceived tolerability, these medications
are often used in contexts where strong clinical
evidence is lacking. This practice raises important
concerns about safety, informed consent, and the
long-term impact of such treatments on patient
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well-being.**In pediatric populations, the off-label
use of antipsychotics has risen significantly despite
limited evidence and the absence of large-scale,
long-term studies.” The exclusion of children
from many clinical trials, coupled with restrictive
licensing, has contributed to reliance on off-label
prescribing.®” This trend highlights the need for
cautious, evidence-based approaches and careful
ethical oversight when treating younger patients.
8 Overall, real-world prescribing practices often
diverge from established guidelines.’ Documented
adverse effects such as metabolic disturbances,
extrapyramidal symptoms, and increased mortality
among elderly patients underscore the need for
more responsible, evidence-driven use.'®!" This
review aims to examine global trends and clinical
motivations behind off-label antipsychotic use
and to explore the associated risks and ethical
challenges in different populations.
Understanding Off-Label Prescribing and
Antipsychotics

Off-label prescribing refers to the use of an
approved medication for purposes not specified in
its official labeling—such as a different indication,
dose, patient group, or route of administration.'?
Regulatory authorities, such as the U.S. Food and
Drug Administration (FDA) and the European
Medicines Agency (EMA), permit such prescribing
when supported by sound clinical judgment, though
manufacturers are prohibited from promoting these
uses.”* While legal, this practice raises important
ethical and safety considerations, particularly
when applied to vulnerable populations such
as children or the elderly.'* Off-label use often
arises due to limited approved treatment options,
emerging or anecdotal evidence, and the need for
individualized care when standard therapies fail
to achieve adequate results. Clinicians may rely
on their experience and patient-specific factors to
make these decisions, underscoring the balance
between therapeutic innovation and patient safety.

Antipsychotic medications are broadly
categorized into two groups based on their
pharmacological action. First-generation (typical)
antipsychotics primarily block dopamine D,
receptors, while second-generation (atypical)
agents act on both dopamine and serotonin
receptors. This dual mechanism gives atypical
antipsychotics a broader therapeutic range and
contributes to their widespread use in oft-label
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contexts.'> Although such prescribing offers
flexibility in treatment, it also highlights the need
for robust evidence and careful monitoring to
ensure that patient welfare remains the primary
consideration.'¢

Patterns of Off-Label Antipsychotic Use across
Populations

Off-label prescribing of antipsychotics
spans all age groups, though the indications,
prescribing patterns, and associated concerns differ
considerably based on age. Across the lifespan,
the use of these medications outside of approved
indications raises important clinical and ethical
questions, particularly regarding efficacy, safety,
and long-term outcomes. '’

In children and adolescents, off-label use
of antipsychotics has increased significantly over
the past two decades. Prevalence rates range from
36% to 93.2%, with risperidone and aripiprazole
being the most commonly prescribed agents. These
medications are often used to address behavioral
symptoms such as aggression, irritability, and
impulsivity in conditions like ADHD, autism
spectrum disorder, and mood disorders, despite
limited long-term safety data and concerns about
their impact on neurodevelopment.* The shift
toward second-generation antipsychotics (SGAs)
in pediatric populations reflects efforts to reduce
extrapyramidal side effects, yet these agents
are associated with significant metabolic risks,
including weight gain, insulin resistance, and
dyslipidemia "

In adults, off-label prescribing is both
widespread and diverse, with estimates suggesting
that 40% to 75% of antipsychotic prescriptions
fall into this category.”® Quetiapine is frequently
used at low doses for conditions such as insomnia,
generalized anxiety disorder, and as an adjunct
in depression. While its sedative and anxiolytic
properties may provide symptomatic relief, the
strength of evidence supporting such use is generally
low to moderate, and concerns about overuse
persist. Commonly prescribed antipsychotics for
off-label adult use include quetiapine, olanzapine,
and risperidone, though associated risks such as
sedation, metabolic syndrome, and extrapyramidal
symptoms necessitate careful monitoring and
justification."

Among elderly individuals, particularly
those with dementia, antipsychotics are frequently
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used off-label to manage behavioral and
psychological symptoms such as agitation and
aggression. Despite FDA black box warnings
highlighting increased risks of cerebrovascular
events and mortality in this population, studies
report off-label use rates ranging from 22% to
86%.2° Haloperidol, risperidone, and olanzapine
are among the most commonly prescribed agents,
although evidence for their efficacy in dementia-
related agitation remains limited.*!

Off-label use is most prominent among
vulnerable groups, including older adults, children,
and women. Elderly patients, particularly those in
long-term care, are often prescribed antipsychotics
for behavioral disturbances linked to dementia,
despite heightened risks such as stroke and death.?
Children and adolescents are frequently treated
with SGAs for ADHD, conduct disorders, and
autism-related symptoms. However, safety data
for long-term use in pediatric populations remain
limited. Women may be disproportionately affected
by certain antipsychotic side effects, such as
hormonal and metabolic changes.”

Common Off-Label Indications for
Antipsychotics

Behavioral and Psychological Symptoms of
Dementia (BPSD)

Behavioral and psychological symptoms
of dementia (BPSD)—including agitation,
aggression, delusions, hallucinations, and mood
disturbances—affect up to 90% of individuals with
Alzheimer’s disease and other forms of dementia.
These symptoms greatly impair patients’ quality of
life, place heavy emotional and physical burdens
on caregivers, and often lead to increased off-label
prescribing of antipsychotic medications.**

Clinicians frequently resort to
antipsychotics despite only modest and inconsistent
evidence of their effectiveness for BPSD.
Randomized controlled trials have reported variable
outcomes, and overall efficacy remains uncertain
when weighed against the substantial risks
involved. These risks—such as cerebrovascular
events, increased fall risk, accelerated cognitive
decline, and heightened mortality—are particularly
concerning in elderly populations.?

In recognition of these dangers, the U.S.
Food and Drug Administration (FDA) issued a
black box warning in 2005 highlighting increased
mortality associated with atypical antipsychotic use
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in dementia patients. Current guidelines recommend
reserving antipsychotics as a last-line option, only
after non-pharmacological interventions such
as behavioral strategies, caregiver training, and
environmental modifications have been exhausted.
The use of these medications in dementia care
raises major ethical concerns, especially regarding
informed consent and the principle of non-
maleficence.?

In Japan, some older agents such as
thioridazine and vegetamin remain approved for
geriatric psychosis; however, second-generation
antipsychotics are now preferred due to their lower
risk of extrapyramidal symptoms, though they still
carry serious metabolic and cardiovascular risks.?’
Mood and Anxiety Disorders

Mood disorders—including major
depressive disorder (MDD)—and anxiety disorders
such as generalized anxiety disorder (GAD)
and obsessive-compulsive disorder (OCD) are
among the most common off-label indications for
antipsychotic use.?® While atypical antipsychotics
may provide symptom relief in resistant cases,
their long-term use poses significant risks,
including weight gain, metabolic dysregulation,
and extrapyramidal side effects.

Insomnia

Quetiapine and olanzapine are increasingly
prescribed off-label for insomnia due to their
sedative properties mediated by antihistaminergic
and serotonergic receptor blockade. This trend
has grown particularly when conventional
treatments—such as hypnotic agents or cognitive
behavioral therapy for insomnia (CBT-I)—have
failed.”

However, these drugs are not approved
as sleep aids, and evidence does not show superior
efficacy compared with standard hypnotics. Even
at low doses, they carry serious risks such as
weight gain, dyslipidemia, glucose intolerance,
and residual next-day sedation. Current clinical
guidelines emphasize extreme caution, advising
that antipsychotics should be considered for
insomnia only after all other options have failed
and under strict monitoring.*
Treatment-Resistant Depression

In cases of treatment-resistant
depression—defined as inadequate response to at
least two antidepressant trials—second-generation
antipsychotics (SGAs) such as aripiprazole,
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quetiapine, and olanzapine (often in combination
with fluoxetine) are frequently used as augmentation
therapy. Although some evidence supports their
short-term efficacy, these regimens require careful
risk—benefit evaluation due to potential metabolic
and neurological side effects.’!
Pediatric and Adolescent Psychiatric Disorders

Off-label antipsychotic use has grown
substantially in children and adolescents for
conditions such as attention-deficit/hyperactivity
disorder (ADHD), anxiety, and mood disorders.
This trend raises significant safety and ethical
concerns, given the ongoing brain development in
this population and their increased vulnerability
to adverse effects. Rigorous long-term studies
are needed to clarify efficacy and ensure safe
prescribing practices in youth.*
Eating Disorders

Antipsychotic medications, particularly
olanzapine, have been evaluated for the treatment
of anorexia nervosa and, to a lesser extent, bulimia
nervosa. In anorexia nervosa, olanzapine may
help reduce anxiety and cognitive rigidity related
to weight and food, and may modestly aid weight
restoration. However, findings remain inconsistent,
and patient acceptability is variable. Evidence
for efficacy in bulimia nervosa is limited, with
little effect observed on binge—purge behavior.
Consequently, antipsychotics should be used only
as adjunctive therapy alongside evidence-based
psychotherapies. Further research is essential to
determine their role in these disorders.™
Other Off-Label Applications

Antipsychotics are also prescribed off-
label for several additional conditions, including
personality disorders, post-traumatic stress
disorder (PTSD), substance use disorders, chronic
pain syndromes, and some somatic conditions
such as irritable bowel syndrome (IBS) and
benign paroxysmal positional vertigo (BPPV). In
borderline personality disorder, low-dose SGAs
may reduce impulsivity and affective instability,
though the supporting evidence is limited. Similarly,
in PTSD and substance dependence, antipsychotics
may be used to alleviate associated symptoms
like insomnia or aggression, but their risks often
outweigh potential benefits.** Some observational
studies and clinical anecdotes report antipsychotic
use for chronic pain or somatic symptoms, likely
due to their sedative and central nervous system-
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modulating properties. Nonetheless, such use
should be considered experimental and requires
further investigation.

Commonly Used Antipsychotics in Off-Label
Practice

Quetiapine is frequently prescribed
off-label, particularly for the management of
anxiety and insomnia.* Although approved
for schizophrenia and bipolar disorder, its
sedative properties—primarily mediated through
antagonism of histaminergic and serotonergic
receptors—have contributed to its popularity for
off-label use. The drug’s perceived tolerability
and calming effects make it an appealing option
when standard treatments are ineffective or poorly
tolerated. However, this widespread use raises
concerns about insufficient supporting evidence
and the potential for adverse effects.*

The growing prescription of low-
dose quetiapine for non-psychotic symptoms
such as anxiety and insomnia has emerged as a
significant public health concern. Even at lower
doses, quetiapine is associated with weight
gain, dyslipidemia, glucose intolerance, and
cardiovascular complications. Limited data on its
long-term safety raises additional worries regarding
tolerance, dependence, and cumulative side
effects.’” Moreover, this trend may contribute to the
underutilization of evidence-based interventions—
such as cognitive behavioral therapy for insomnia
(CBT-I) and selective serotonin reuptake inhibitors
(SSRIs) for anxiety. Observational studies further
indicate that quetiapine is the most commonly
prescribed antipsychotic among individuals without
diagnoses typically warranting antipsychotic
treatment, suggesting it is often used more for its
sedative than antipsychotic properties.*®

Risperidone and aripiprazole are also
widely used off-label, particularly in pediatric
and adolescent populations for conditions such as
attention-deficit/hyperactivity disorder (ADHD),
anxiety disorders, and mood dysregulation. These
agents are often prescribed to manage behavioral
symptoms, including aggression, impulsivity,
and agitation. However, their off-label use in
developing individuals presents both ethical and
clinical challenges due to potential long-term
neurodevelopmental effects and an increased risk
of metabolic disturbances. Careful monitoring
and adherence to evidence-based guidelines are
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therefore essential when considering their use in
children and adolescents.*

Olanzapine, while approved for
schizophrenia and bipolar disorder, is also used
off-label to treat anxiety, agitation, and insomnia.
Despite its clinical effectiveness, it carries a
high risk of metabolic side effects, including
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substantial weight gain, insulin resistance,
and lipid abnormalities. The commonly used
antipsychotics and their key concern are described
in Table 1. These risks necessitate cautious and
closely monitored prescribing, particularly when
olanzapine is used for non-psychotic conditions.
Global prescribing data indicate that olanzapine

Table 1. Key concerns regarding commonly used Antipsychotics

Indication Commonly Used Evidence Strength ~ Key Concerns
Antipsychotics
Insomnia Quetiapine Low Sedation, metabolic
syndrome
Generalized Anxiety Disorder ~ Olanzapina, Quetiapine, Moderate Weight gain, extra
Risperidone pyramidal symptoms
(EPS)

PTSD
Dementia-related Agitation

Risperidone, Quetiapine

Olanzapine
ADHD (Children)

Borderline Personality Disorder

Haloperidol, Risperidone,
Risperidone, Aripiprazole

Olanzapine, Aripiprazole

Low to Moderate
Low

Mixed efficacy, sedation
Increased mortality,
cerebrovascular risks
Long-term safety concerns,
metabolic complications
Limited consensus,
adverse effects

Low to Moderate

Moderate

Ethical and Clinical Pathway
of Off-Label Antipsychotic Use

Off-label
Decision

Clinical
Need

Policy &
Ethical
Oversight

( Z Clinical Decision

613 Policy & Ethical

Patient Risk-
Benefit
Evaluation

Informed
Consent

Monitoring
& Outcome
Review

Prescription

. Ethical Consideration

. Monitoring & Research Feedback

Fig. 1. The Risk—Benefit-Ethics in Off-Label Antipsychotic Prescribing



2509

remains among the most frequently utilized
antipsychotics, highlighting the importance of
balancing therapeutic benefits with potential long-
term health consequences.*

Factors Influencing Off-Label Prescribing

One of the primary drivers of off-
label prescribing is the absence of approved
pharmacological treatments for certain conditions.
In many clinical scenarios—particularly those
involving rare, complex, or newly defined
disorders—clinicians are left with few or no
formally approved options. This therapeutic gap
often prompts the use of existing medications in
unapproved ways in hopes of alleviating patient
symptoms or preventing clinical deterioration.
While such decisions arise from necessity, they do
not exempt prescribers from the responsibility to
ensure that these interventions are supported by at
least some degree of scientific rationale and safety
data.*!

A pertinent example is the treatment of
disruptive mood dysregulation disorder (DMDD),
arelatively recent diagnosis in child and adolescent
psychiatry. Characterized by chronic irritability and
severe temper outbursts, DMDD lacks any FDA-
approved pharmacotherapy. As a result, clinicians
frequently turn to off-label use of antipsychotics,
antidepressants, and mood stabilizers.*> However,
given the limited evidence supporting these
strategies—and the developmental sensitivity
of this population—such practice raises ethical
questions about potential harm, informed consent,
and the need for more rigorous research into safer
alternatives.”

In other cases, off-label prescribing
becomes a last resort after conventional treatments
have failed due to inefficacy or intolerable side
effects. While these decisions may reflect a
genuine desire to relieve suffering when options
are limited, they should be guided by careful
consideration of risks and benefits and, ideally,
be accompanied by shared decision-making with
the patient and caregivers.* Prescribing behavior
is also influenced by a physician’s clinical
experience, personal treatment observations, and
perception of therapeutic outcomes. Although
experiential knowledge can enhance decision-
making in complex cases, it may also introduce
bias—especially when decisions are based more
on anecdotal success than on scientific evidence.
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Physicians who observe perceived improvements
in patients receiving off-label antipsychotics may
be more inclined to repeat those prescriptions,
sometimes overestimating efficacy or downplaying
potential adverse effects.*

Furthermore, when approved treatments
fail or are poorly tolerated, clinicians often feel a
moral obligation to explore all possible options—
even when those options are not rigorously
validated. This sense of duty to alleviate suffering
can drive continued off-label use, particularly in
areas where standard guidelines provide limited
direction.*

The preference for second-generation
(atypical) antipsychotics over older, typical agents
is often rooted in ethical considerations related to
patient safety rather than economic motivations.
Atypical agents tend to have a more favorable
side-effect profile regarding extrapyramidal
symptoms, which supports their use in vulnerable
populations.'> However, this does not absolve
clinicians of the responsibility to evaluate each
case individually and to ensure that the patient or
guardian is adequately informed about potential
risks. Clinical judgment should remain central to
prescribing decisions but must operate within an
ethical and evidence-based framework.

Another influential factor in off-label
prescribing is pharmaceutical marketing. Although
regulations prohibit companies from explicitly
promoting off-label uses, subtle marketing
strategies often blur these boundaries.'® Sponsored
continuing medical education (CME) events, paid
speaker programs, and the distribution of literature
emphasizing a drug’s secondary benefits can
indirectly encourage off-label prescribing. Such
materials, while presented as educational, may
understate risks and overstate therapeutic benefits.*’

Physicians—particularly those working
in high-pressure environments with limited time—
may unintentionally adopt these promotional
narratives, especially when they resonate with
personal clinical experiences or fill a perceived
treatment void. This process can normalize off-
label prescribing even in the absence of robust
evidence, ultimately shaping systemic prescribing
trends.* Promoting transparency in research,
strengthening regulatory oversight, and encouraging
reliance on independent, peer-reviewed evidence
are essential to counteract excessive industry
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influence. In addition, incorporating education on
pharmaceutical ethics and critical appraisal skills
into medical training can empower clinicians
to make informed, autonomous decisions that
prioritize patient welfare over promotional
messaging.*¥
Risks and Adverse Effects of Off-Label
Antipsychotic Use
Antipsychotics—particularly second-
generation agents—are associated with significant
metabolic and cardiovascular complications,
including weight gain, dyslipidemia, diabetes, and
QT interval prolongation.” These effects can result in
serious long-term health consequences, especially
among vulnerable populations. First-generation
drugs carry higher risks of extrapyramidal
symptoms (EPS) and tardive dyskinesia (TD),
whereas second-generation agents require vigilant
monitoring for metabolic syndrome. Regular
assessment of body weight, glucose levels, and
lipid profiles is essential to detect and manage these
adverse outcomes early. '
Cardiovascular side effects, particularly
QT interval prolongation, can elevate the risk of
life-threatening arrhythmias such as torsades de
pointes and sudden cardiac death. Patients with pre-
existing heart disease, concurrent QT-prolonging
medications, or advanced age are especially
susceptible and should undergo periodic ECG
monitoring and cardiac risk evaluation.’ 3
Neurological adverse effects, including
EPS and TD, occur more frequently with first-
generation antipsychotics (FGAs) but can also
appear with second-generation agents (SGAs),
particularly at higher doses or in predisposed
individuals.* EPS includes akathisia, dystonia,
Parkinsonism, and acute dystonic reactions,
whereas TD is characterized by chronic, involuntary
movements. Both require close clinical observation
for early recognition and intervention. %
Long-term antipsychotic therapy may
also impair cognitive function and cause excessive
sedation, negatively affecting daily functioning
and quality of life. These risks are especially
pronounced in elderly patients who already face
cognitive decline and an increased likelihood of
falls or cerebrovascular events.”” Evidence further
indicates that the benefits of antipsychotic use
for behavioral and psychological symptoms of
dementia (BPSD) are limited, while the potential
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harms—particularly in frail older adults—remain
substantial.*®

Children, adolescents, and individuals
with intellectual disabilities represent another
high-risk group due to ongoing brain development
and difficulties in recognizing or reporting adverse
effects.® Prescribing for these populations should
be approached with heightened caution, supported
by careful monitoring and preference for non-
pharmacological interventions whenever feasible.
The figure 1 illustrates the balance clinicians must
maintain between maximizing clinical benefit,
minimizing risks, and upholding ethical duty —
with responsible off-label prescribing positioned
at the intersection.
Ethical Considerations in Off-Label Prescribing

Responsible off-label prescribing of
antipsychotic medications requires a multifaceted
approach grounded in ethical principles, clinical
prudence, and ongoing evaluation. A central
tenet of this practice is evidence-based decision-
making.®' Prescribers should rely on high-
quality clinical evidence—such as systematic
reviews, meta-analyses, and updated treatment
guidelines—when considering off-label use.®
Clinical judgments must be informed not only by
published data but also by a critical appraisal of
the strength, limitations, and applicability of that
evidence.®

Before initiating treatment, a
comprehensive patient assessment is essential.
This includes a full diagnostic evaluation and
consideration of both pharmacological and non-
pharmacological options. In pediatric and geriatric
populations, especially, non-drug approaches—
such as behavioral therapy, environmental
modifications, and psychoeducation—should be
prioritized when appropriate.* Pharmacological
intervention should be considered only when these
strategies prove inadequate or ineffective.

Informed consent is a cornerstone of
ethical off-label prescribing. Given the unique risks
associated with antipsychotic medications, patients
or their legal guardians must be clearly informed
that the drug is not approved for the intended
indication. Discussion should include potential
risks, anticipated benefits, and available alternative
treatments. Transparent communication fosters
patient autonomy, strengthens the therapeutic
alliance, and enhances trust in clinical care.!®
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Once treatment is initiated, ongoing monitoring is
imperative. Regular follow-up visits should assess
both therapeutic outcomes and adverse effects.
Parameters such as weight, glucose levels, lipid
profiles, and extrapyramidal symptoms should be
routinely evaluated. If the risks begin to outweigh
the benefits, dose adjustment or discontinuation
should be considered.®

Institutional or national guidelines further
supports ethical prescribing by providing structured
protocols for specific scenarios. The development
and implementation of such frameworks standardize
care, improve clinician confidence, and reduce
practice variability. These protocols should be
tailored to common off-label indications—such as
behavioral disturbances in dementia or aggression
in youth with developmental disorders."

To guide future practice, more robust
research is needed. Well-designed clinical and
observational studies should evaluate the safety
and effectiveness of off-label antipsychotic use in
real-world settings. The use of electronic health
records and post-marketing surveillance systems
can enhance data collection, allowing clinicians to
make better-informed, evidence-based decisions.®

CONCLUSION

The off-label use of antipsychotic
medications has become increasingly prevalent
across a wide range of clinical contexts, involving
diverse patient populations and psychiatric
conditions. This review highlights evolving
prescribing trends, particularly among vulnerable
groups such as children, the elderly, and those with
treatment-resistant disorders. Although second-
generation antipsychotics are often preferred
for their broader receptor profiles and perceived
tolerability, evidence supporting many of their
off-label uses remains limited. Ethical concerns—
particularly regarding informed consent, risk
disclosure, and long-term safety—emphasize the
need for cautious and evidence-based prescribing.

Ultimately, the ethical and responsible use
of antipsychotics in off-label scenarios requires
a balanced approach—one that weighs potential
benefits against the risk of harm while respecting
patient autonomy and ensuring continuous
monitoring. As psychiatry continues to evolve,
so too must standards for off-label prescribing. A
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steadfast commitment to evidence-based practice,
transparency, and ethical integrity is essential
to protect patients and uphold public trust in
psychiatric care.
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