
Please see additional Important Safety Information throughout, including Boxed Warnings. Please also see 
accompanying full Prescribing Information, including Boxed Warnings, or visit https://www.rxabbvie.com/
pdf/vraylar_pi.pdf.

Learn more on next page or at vraylarHCP.com

THE POWER OF BOTH
PROVEN EFFICACY WELL-ESTABLISHED

TOLERABILITY

INDICATIONS AND USAGE
VRAYLAR (cariprazine) is indicated in adults as adjunctive therapy to antidepressants for the treatment of major depressive disorder (MDD), for the 
treatment of depressive episodes associated with bipolar I disorder (bipolar depression), for the acute treatment of manic or mixed episodes associated with 
bipolar I disorder, and for the treatment of schizophrenia.

IMPORTANT SAFETY INFORMATION
WARNINGS: INCREASED MORTALITY IN ELDERLY PATIENTS WITH DEMENTIA-RELATED PSYCHOSIS and SUICIDAL THOUGHTS AND BEHAVIORS

• Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at an increased risk of death. VRAYLAR is not 
approved for treatment of patients with dementia-related psychosis.

• Antidepressants increased the risk of suicidal thoughts and behaviors in pediatric and young adult patients in short-term studies. Closely 
monitor antidepressant-treated patients for clinical worsening, and for emergence of suicidal thoughts and behaviors. Safety and 
e� ectiveness of VRAYLAR have not been established in pediatric patients.

Contraindication: VRAYLAR is contraindicated in patients with known hypersensitivity. Reactions have included rash, pruritus, urticaria, and reactions 
suggestive of angioedema. 

Cerebrovascular Adverse Reactions, Including Stroke: In clinical trials with antipsychotic drugs, elderly 
patients with dementia had a higher incidence of cerebrovascular adverse reactions, including fatalities, vs 
placebo. VRAYLAR is not approved for the treatment of patients with dementia-related psychosis.

NOW FDA APPROVED
FOR ADJUNCTIVE THERAPY TO ANTIDEPRESSANTS FOR THE TREATMENT OF 

MAJOR DEPRESSIVE DISORDER (MDD) IN ADULTS1

MASTHEAD AREA
CME NEUROPSYCHIATRY  Lewy Body Dementia ||  PSYCHOSOMATICS  Climate Change & Resilience 
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IMPORTANT SAFETY INFORMATION (continued)

Neuroleptic Malignant Syndrome (NMS): NMS, a potentially fatal symptom complex, has been reported with antipsychotic drugs. NMS may cause 
hyperpyrexia, muscle rigidity, delirium, and autonomic instability. Additional signs may include elevated creatine phosphokinase, myoglobinuria (rhabdomyolysis), 
and acute renal failure. Manage with immediate discontinuation, intensive symptomatic treatment, and monitoring.

Tardive Dyskinesia (TD): Risk of developing TD (a syndrome of potentially irreversible, involuntary, dyskinetic movements) and the likelihood it will become 
irreversible may increase with the duration of treatment and the cumulative dose. The syndrome can develop after a relatively brief treatment period, even at low 
doses, or after treatment discontinuation. If signs and symptoms of TD appear, drug discontinuation should be considered.

Late-Occurring Adverse Reactions: Adverse reactions may first appear several weeks after initiation of VRAYLAR, probably because plasma levels of 
cariprazine and its major metabolites accumulate over time. As a result, the incidence of adverse reactions in short-term trials may not reflect the rates after 
longer-term exposures. Monitor for adverse reactions, including extrapyramidal symptoms (EPS) or akathisia, and patient response for several weeks after starting 
VRAYLAR and after each dosage increase. Consider reducing the dose or discontinuing the drug.

Metabolic Changes: Atypical antipsychotics, including VRAYLAR, have caused metabolic changes, such as:

• Hyperglycemia and Diabetes Mellitus: Hyperglycemia, in some cases associated with ketoacidosis, hyperosmolar coma, or death, has been reported in patients 
treated with atypical antipsychotics. Assess fasting glucose before or soon after initiation of treatment, and monitor periodically during long-term treatment.

• Dyslipidemia: Atypical antipsychotics cause adverse alterations in lipids. Before or soon after starting an 
antipsychotic, obtain baseline fasting lipid profile and monitor periodically during treatment.

• Weight Gain: Weight gain has been observed with VRAYLAR. Monitor weight at baseline and frequently thereafter.

Proven E� icacy1

In 6- and 8-week trials, 
VRAYLAR + antidepressant demonstrated:
• Mean weight change of <2 lb§

•  Metabolic shifts similar to placebo for total cholesterol and 
fasting triglycerides||

•  97% of patients did not have a clinically meaningful increase 
in blood glucose¶

In 6- and 8-week trials, 
VRAYLAR + antidepressant demonstrated:
• Reduction in overall depressive symptoms*†

•  Relief at lowest dose of 1.5 mg/day*†

• Flexibility to increase to 3 mg/day at Day 15*†

Well-Established Tolerability1‡

 When added to an antidepressant in adult patients with MDD, VRAYLAR delivers

THE POWER OF BOTH

Please see additional Important Safety Information throughout, including Boxed Warnings. Please also see 
accompanying full Prescribing Information, including Boxed Warnings, or visit https://www.rxabbvie.com/
pdf/vraylar_pi.pdf.

See the full clinical story at vraylarHCP.com

* In a 6-week, placebo-controlled trial, mean change from baseline in MADRS total score at 6 weeks: VRAYLAR 1.5 mg/day + ADT (n=250): -14.1 (baseline mean: 32.8, P=0.0050); VRAYLAR 
3 mg/day + ADT (n=252): -13.1 (baseline mean: 32.7, P=0.0727); placebo + ADT (n=249): -11.5 (baseline mean: 31.9).1,2

† In an 8-week, placebo-controlled trial, mean change from baseline in MADRS total score at 8 weeks: VRAYLAR 1-2 mg/day + ADT (n=273): -13.4 (baseline mean: 29.0, P=0.2404); VRAYLAR 
2-4.5 mg/day + ADT (n=271): -14.6 (baseline mean: 29.3, P=0.0114); placebo + ADT (n=264): -12.5 (baseline mean: 28.9).1,2

‡ The most common adverse reactions observed in the two 6-week MDD studies (≥5% and at least twice the rate of placebo) were akathisia, nausea, and insomnia. In the 6-week studies, 4% of 
the patients who received VRAYLAR discontinued treatment due to an adverse reaction, compared with 2% of placebo-treated patients in these trials.1,2

§ Weight gain may occur. In two 6-week MDD studies, 2% of patients taking VRAYLAR + ADT had a weight increase of ≥7% vs 1% of those taking placebo + ADT. The mean weight changes 
reported in these studies were VRAYLAR 1.5 mg/day + ADT (n=502) =+1.54 lb; VRAYLAR 3 mg/day + ADT (n=503) =+1.54 lb; placebo + ADT (n=503) =+0.44 lb. In the 8-week MDD study, 
2.5% of people taking VRAYLAR + ADT had a weight increase of ≥7% vs 2% of those taking placebo. The mean weight changes reported in this study were VRAYLAR 1-2 mg/day + ADT (n=273) 
=+1.98 lb; VRAYLAR 2-4.5 mg/day + ADT (n=273) =+1.98 lb; placebo + ADT (n=266) =0 lb. Monitor weight at baseline and frequently thereafter.1

|| In the 6- and 8-week MDD studies, proportion of patients with metabolic shifts was similar to placebo. Shift defined as: total cholesterol: normal/borderline (<240 mg/dL) to high 
(≥240 mg/dL); fasting triglycerides: normal/borderline (<200 mg/dL) to high (≥200 mg/dL).1

¶ In the 6-week studies, the proportion of patients with shifts in fasting glucose from normal (<100 mg/dL) to high (≥126 mg/dL): VRAYLAR 1.5 mg/day + ADT=2%; VRAYLAR 3 mg/day + 
ADT=3.2%; placebo-treated=1.3%. The proportion of patients with shifts in fasting glucose from normal to borderline (≥100 and <126 mg/dL) or from borderline to high was similar in patients 
treated with VRAYLAR and placebo. In the 8-week study, the shifts in fasting glucose were similar among the VRAYLAR and placebo + ADT groups.1

ADT=antidepressant therapy; MADRS=Montgomery-Asberg Depression Rating Scale.



CME

Alzheimer Disease 
Leah Kuntz

The recent approval of aducanumab caused an uproar: Was it approved too soon? What long-term eff ects 
will the treatment have? Is the cost worth it? Are we doing enough to address Alzheimer disease (AD)?
As we grapple with these issues, the problem of AD continues to swell; more than 6 million Americans are living with the 

disease, and this number is projected to rise to nearly 13 million by 2050.1 AD will kill 1 in 3 aff ected seniors, and is more 

deadly than breast cancer and prostate cancer combined.1 What are the available and upcoming AD treatments and how can 

you utilize them to best serve your patients? Continued on page 7

Raising the False 
Flag of Conspiracy
What Are the Psychiatric 
Implications? Ronald W. Pies, MD

Have you heard? The story of Paul Pelosi being 
attacked was fake—a false fl ag operation!1 And 
the January 6 attack on the Capitol building? 
Give me a break! That was another false fl ag 
operation, orchestrated by the FBI and those rad-
ical lefties from Antifa!2 Oh, yes—and then there 

COMMENTARY

SCHIZOPHRENIA 
& PSYCHOSIS
Caffeine, Bipolar Disorder, 
& Schizophrenia 

MOOD DISORDERS
Bipolar II Depression

S T R E A M I N G  N E T W O R K

New Treatments for 
Postpartum Depression 
on the Horizon
COMPLETE CONTENTS, PAGE 5Continued on page 11
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Are the Treatments Worse Than the Illness?
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IMPORTANT SAFETY INFORMATION (continued) 
ADVERSE REACTIONS
The most common adverse reactions (incidence ≥5% and at least twice the rate of placebo) were somnolence, oral paresthesia 
or oral hypoesthesia, dizziness, dry mouth, hypotension, and orthostatic hypotension. 

DRUG INTERACTIONS
Drugs That Prolong the QT Interval: Avoid use. Concomitant use of drugs that prolong the QT interval may add to the 
QT-prolonging effects of IGALMI and increase the risk of cardiac arrhythmia.
Anesthetics, Sedatives, Hypnotics, and Opioids: Concomitant use may cause enhanced CNS-depressant effects. 
Reduction in dosage of IGALMI or the concomitant medication should be considered. 

USE IN SPECIFIC POPULATIONS
Hepatic Impairment and Geriatric Patients (≥65 years old): A lower dose is recommended in patients with hepatic impairment 
and geriatric patients. See the full Prescribing Information for the recommended dosage depending on the agitation severity.  

Please see the Brief Summary of the full Prescribing Information on the following pages.

To report SUSPECTED ADVERSE REACTIONS, contact BioXcel Therapeutics, Inc. at 1-833-201-1088 or 
medinfo@bioxceltherapeutics.com, or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch. 

IGALMI IS THE FIRST AND ONLY SUBLINGUAL 
FILM FORMULATION OF DEXMEDETOMIDINE

Igalmi is a trademark of BioXcel Therapeutics, Inc. © 2023 BioXcel Therapeutics, Inc. All rights reserved. US-IGA-2300016 02-2023

Not an actual patient or healthcare provider. 

References: 1. IGALMI. Package insert. BioXcel Therapeutics, Inc.; 2022. 2. Wilson MP, et al. West J Emerg Med. 2012;13(1):26-34. doi:10.5811/westjem.2011.9.6866
3. Miller CWT, et al. West J Emerg Med. 2020;21(4):841-848. doi:10.5811/westjem.2020.4.45779 4. Data on fi le. 
BXCL501-301 CSR (SERENITY I). BioXcel Therapeutics, Inc.; January 2021.

FOR ADULTS WITH SCHIZOPHRENIA 
OR BIPOLAR I OR II DISORDER,

INDICATION
IGALMI is indicated for the acute treatment of agitation associated with schizophrenia or bipolar I or II disorder in adults.
Limitations of Use: The safety and effectiveness of IGALMI have not been established beyond 24 hours from the fi rst dose. 

IMPORTANT SAFETY INFORMATION 
WARNINGS AND PRECAUTIONS
Hypotension, Orthostatic Hypotension, and Bradycardia: IGALMI causes dose-dependent hypotension, orthostatic 
hypotension, and bradycardia. In clinical studies with IGALMI, patients were excluded if they had treatment with alpha-1 
noradrenergic blockers, benzodiazepines, other hypnotics or antipsychotic drugs four hours prior to study drug 
administration; had a history of syncope or syncopal attacks; SBP < 110 mmHg; DBP < 70 mmHg; HR < 55 beats per minute; 
or had evidence of hypovolemia or orthostatic hypotension. Because IGALMI decreases sympathetic nervous system 
activity, hypotension and/or bradycardia may be more pronounced in patients with hypovolemia, diabetes mellitus, or 
chronic hypertension, and in geriatric patients. Avoid use of IGALMI in patients with hypotension, orthostatic hypotension, 
advanced heart block, severe ventricular dysfunction, or history of syncope. After IGALMI administration, patients should be 
adequately hydrated and should sit or lie down until vital signs are within normal range. If a patient is unable to remain seated 
or lying down, precautions should be taken to reduce the risk of falls. Ensure that a patient is alert and not experiencing 
orthostatic hypotension or symptomatic hypotension prior to allowing them to resume ambulation.
QT Interval Prolongation: IGALMI prolongs the QT interval. Avoid use of IGALMI in patients at risk of torsades de pointes 
or sudden death, including those with known QT prolongation, a history of other arrhythmias, symptomatic bradycardia, 
hypokalemia, or hypomagnesemia, and in patients receiving other drugs known to prolong the QT interval. 
Somnolence: IGALMI can cause somnolence. Patients should not perform activities requiring mental alertness, such as 
operating a motor vehicle or operating hazardous machinery, for at least eight hours after taking IGALMI. 
Risk of Withdrawal Reactions, Tolerance, and Tachyphylaxis: IGALMI was not studied for longer than 24 hours after the 
fi rst dose. There may be a risk of physical dependence, a withdrawal syndrome, tolerance, and/or tachyphylaxis if IGALMI is 
used in a manner other than indicated.

IGALMI is a sublingual fi lm purposefully designed to support 
a cooperative approach to agitation intervention1,2

LET’S FIND 

IN THE TREATMENT 
OF AGITATION

    C    MMON 
 GR    UND

TARGETS a key mediator of agitation1,3,4*

NONINVASIVE sublingual fi lm with a mucoadhesive design, 
so it cannot be spit out1,4

PATIENT ADMINISTERED under the supervision of 
a healthcare provider1

Learn more about the proven reduction in agitation related 
to schizophrenia and bipolar I or II disorder at IGALMIhcp.com

*IGALMI reduces the release of norepinephrine, a key mediator among other neurotransmitters thought to be involved in agitation.1,3,4
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IMPORTANT SAFETY INFORMATION (continued) 
ADVERSE REACTIONS
The most common adverse reactions (incidence ≥5% and at least twice the rate of placebo) were somnolence, oral paresthesia 
or oral hypoesthesia, dizziness, dry mouth, hypotension, and orthostatic hypotension. 

DRUG INTERACTIONS
Drugs That Prolong the QT Interval: Avoid use. Concomitant use of drugs that prolong the QT interval may add to the 
QT-prolonging effects of IGALMI and increase the risk of cardiac arrhythmia.
Anesthetics, Sedatives, Hypnotics, and Opioids: Concomitant use may cause enhanced CNS-depressant effects. 
Reduction in dosage of IGALMI or the concomitant medication should be considered. 

USE IN SPECIFIC POPULATIONS
Hepatic Impairment and Geriatric Patients (≥65 years old): A lower dose is recommended in patients with hepatic impairment 
and geriatric patients. See the full Prescribing Information for the recommended dosage depending on the agitation severity.  

Please see the Brief Summary of the full Prescribing Information on the following pages.

To report SUSPECTED ADVERSE REACTIONS, contact BioXcel Therapeutics, Inc. at 1-833-201-1088 or 
medinfo@bioxceltherapeutics.com, or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch. 

IGALMI IS THE FIRST AND ONLY SUBLINGUAL 
FILM FORMULATION OF DEXMEDETOMIDINE

Igalmi is a trademark of BioXcel Therapeutics, Inc. © 2023 BioXcel Therapeutics, Inc. All rights reserved. US-IGA-2300016 02-2023

Not an actual patient or healthcare provider. 

References: 1. IGALMI. Package insert. BioXcel Therapeutics, Inc.; 2022. 2. Wilson MP, et al. West J Emerg Med. 2012;13(1):26-34. doi:10.5811/westjem.2011.9.6866
3. Miller CWT, et al. West J Emerg Med. 2020;21(4):841-848. doi:10.5811/westjem.2020.4.45779 4. Data on fi le. 
BXCL501-301 CSR (SERENITY I). BioXcel Therapeutics, Inc.; January 2021.

FOR ADULTS WITH SCHIZOPHRENIA 
OR BIPOLAR I OR II DISORDER,

INDICATION
IGALMI is indicated for the acute treatment of agitation associated with schizophrenia or bipolar I or II disorder in adults.
Limitations of Use: The safety and effectiveness of IGALMI have not been established beyond 24 hours from the fi rst dose. 

IMPORTANT SAFETY INFORMATION 
WARNINGS AND PRECAUTIONS
Hypotension, Orthostatic Hypotension, and Bradycardia: IGALMI causes dose-dependent hypotension, orthostatic 
hypotension, and bradycardia. In clinical studies with IGALMI, patients were excluded if they had treatment with alpha-1 
noradrenergic blockers, benzodiazepines, other hypnotics or antipsychotic drugs four hours prior to study drug 
administration; had a history of syncope or syncopal attacks; SBP < 110 mmHg; DBP < 70 mmHg; HR < 55 beats per minute; 
or had evidence of hypovolemia or orthostatic hypotension. Because IGALMI decreases sympathetic nervous system 
activity, hypotension and/or bradycardia may be more pronounced in patients with hypovolemia, diabetes mellitus, or 
chronic hypertension, and in geriatric patients. Avoid use of IGALMI in patients with hypotension, orthostatic hypotension, 
advanced heart block, severe ventricular dysfunction, or history of syncope. After IGALMI administration, patients should be 
adequately hydrated and should sit or lie down until vital signs are within normal range. If a patient is unable to remain seated 
or lying down, precautions should be taken to reduce the risk of falls. Ensure that a patient is alert and not experiencing 
orthostatic hypotension or symptomatic hypotension prior to allowing them to resume ambulation.
QT Interval Prolongation: IGALMI prolongs the QT interval. Avoid use of IGALMI in patients at risk of torsades de pointes 
or sudden death, including those with known QT prolongation, a history of other arrhythmias, symptomatic bradycardia, 
hypokalemia, or hypomagnesemia, and in patients receiving other drugs known to prolong the QT interval. 
Somnolence: IGALMI can cause somnolence. Patients should not perform activities requiring mental alertness, such as 
operating a motor vehicle or operating hazardous machinery, for at least eight hours after taking IGALMI. 
Risk of Withdrawal Reactions, Tolerance, and Tachyphylaxis: IGALMI was not studied for longer than 24 hours after the 
fi rst dose. There may be a risk of physical dependence, a withdrawal syndrome, tolerance, and/or tachyphylaxis if IGALMI is 
used in a manner other than indicated.

IGALMI is a sublingual fi lm purposefully designed to support 
a cooperative approach to agitation intervention1,2

LET’S FIND 

IN THE TREATMENT 
OF AGITATION

    C    MMON 
 GR    UND

TARGETS a key mediator of agitation1,3,4*

NONINVASIVE sublingual fi lm with a mucoadhesive design, 
so it cannot be spit out1,4

PATIENT ADMINISTERED under the supervision of 
a healthcare provider1

Learn more about the proven reduction in agitation related 
to schizophrenia and bipolar I or II disorder at IGALMIhcp.com

*IGALMI reduces the release of norepinephrine, a key mediator among other neurotransmitters thought to be involved in agitation.1,3,4
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Indication: IGALMI is indicated for the acute treatment of agitation associated with 
schizophrenia or bipolar I or II disorder in adults. Limitations of Use: The safety and 
effectiveness of IGALMI have not been established beyond 24 hours from the first dose.
Important Recommendations Prior to Initiating IGALMI and During Therapy: IGALMI 
should be administered under the supervision of a healthcare provider. A healthcare 
provider should monitor vital signs and alertness after IGALMI administration to prevent 
falls and syncope.
IGALMI is for sublingual or buccal administration. Do not chew or swallow IGALMI. Do not 
eat or drink for at least 15 minutes after sublingual administration, or at least one hour after  
buccal administration.
Recommended Dosage: The initial dose of IGALMI is based on agitation severity, with 
lower doses recommended in patients with hepatic impairment and geriatric patients. If 
agitation persists after the initial dose, up to two additional doses may be administered 
at least two hours apart, depending upon the patient population and agitation severity. 
Assess vital signs including orthostatic measurements prior to the administration of any 
subsequent doses. Due to risk of hypotension, additional half-doses are not recommended 
in patients with systolic blood pressure (SBP) less than 90 mmHg, diastolic blood pressure 
(DBP) less than 60 mmHg, heart rate (HR) less than 60 beats per minute, or postural 
decrease in SBP ≥ 20 mmHg or in DBP ≥ 10 mmHg.
The recommended dose in adults is 120 mcg for mild or moderate agitation and  
180 mcg for severe agitation. Patients with mild or moderate hepatic impairment and 
mild to moderate agitation should receive 90 mcg. Patients with mild or moderate hepatic 
impairment and severe agitation should receive 120 mcg. Patients with severe hepatic 
impairment and mild to moderate agitation should receive 60 mcg. Patients with severe 
hepatic impairment and severe agitation should receive 90 mcg. Geriatric patients (patients  
≥65 years old) with mild, moderate or severe agitation should receive 120 mcg. See Full 
Prescribing Information for recommendations on administering up to two additional doses 
and maximum recommended dosages.
CONTRAINDICATIONS: None.
WARNINGS AND PRECAUTIONS
Hypotension, Orthostatic Hypotension, and Bradycardia: IGALMI causes dose-
dependent hypotension, orthostatic hypotension, and bradycardia. In clinical studies, 
18%, 16%, and 9% of patients treated with 180 mcg of IGALMI, 120 mcg of IGALMI, and 
placebo, respectively, experienced orthostatic hypotension (defined as SBP decrease  
≥ 20 mmHg or DBP decrease ≥ 10 mmHg after 1, 3, or 5 minutes of standing) at 2 hours 
post-dose. In those studies, 7%, 6%, and 1% of patients treated with 180 mcg of IGALMI,  
120 mcg of IGALMI, and placebo, respectively, experienced HR ≤ 50 beats per minute 
within 2 hours of dosing. In clinical studies with IGALMI, patients were excluded if they 
had treatment with alpha-1 noradrenergic blockers, benzodiazepines, other hypnotics or 
antipsychotic drugs four hours prior to study drug administration; had a history of syncope 
or syncopal attacks; SBP < 110 mmHg; DBP < 70 mmHg; HR < 55 beats per minute; or had 
evidence of hypovolemia or orthostatic hypotension.
Reports of hypotension and bradycardia, including some resulting in fatalities, have 
been associated with the use of another dexmedetomidine product given intravenously 
(IGALMI is for sublingual or buccal use and is not approved for intravenous use). 
Clinically significant episodes of bradycardia and sinus arrest have been reported 
after administration of this other dexmedetomidine product to young, healthy adult 
volunteers with high vagal tone and when this product was given by rapid intravenous or  
bolus administration.
Because IGALMI decreases sympathetic nervous system activity, hypotension and/
or bradycardia may be more pronounced in patients with hypovolemia, diabetes 
mellitus, or chronic hypertension, and in geriatric patients. Avoid use of IGALMI in 
patients with hypotension, orthostatic hypotension, advanced heart block, severe 
ventricular dysfunction, or history of syncope. After IGALMI administration, patients 
should be adequately hydrated and should sit or lie down until vital signs are within 
normal range. If a patient is unable to remain seated or lying down, precautions should 
be taken to reduce the risk of falls. Ensure that a patient is alert and not experiencing 
orthostatic hypotension or symptomatic hypotension prior to allowing them to  
resume ambulation.
QT Interval Prolongation: IGALMI prolongs the QT interval. Avoid use of IGALMI in 
patients at risk of torsades de pointes or sudden death including those with known  
QT prolongation, a history of other arrhythmias, symptomatic bradycardia, hypokalemia or 
hypomagnesemia, and in patients receiving other drugs known to prolong the QT interval.
Somnolence: IGALMI can cause somnolence. In placebo-controlled clinical studies in 
adults with agitation associated with schizophrenia or bipolar I or II disorder, somnolence 
(including fatigue and sluggishness) was reported in 23% and 22% of patients treated with 
IGALMI 180 mcg and 120 mcg, respectively, compared to 6% of placebo-treated patients. 
Patients should not perform activities requiring mental alertness, such as operating a motor 
vehicle or operating hazardous machinery, for at least eight hours after taking IGALMI.
Risk of Withdrawal Reactions: Symptoms of withdrawal have been observed after 
procedural sedation with another dexmedetomidine product administered intravenously. 
In this study, 12 (5%) adult patients who received intravenous dexmedetomidine up to  
7 days (regardless of dose) experienced at least 1 event related to withdrawal within the 
first 24 hours after discontinuing dexmedetomidine and 7 (3%) adult patients who received 
intravenous dexmedetomidine experienced at least 1 event related with withdrawal 24 to 
48 hours after discontinuing dexmedetomidine. The most common withdrawal reactions 
were nausea, vomiting, and agitation. In these subjects, tachycardia and hypertension 
requiring intervention occurred at a frequency of <5% in the 48 hours following intravenous 
dexmedetomidine discontinuation. IGALMI was not studied for longer than 24 hours after 
the first dose. There may be a risk of physical dependence and a withdrawal syndrome if 
IGALMI is used in a manner other than indicated.
Tolerance and Tachyphylaxis: Use of another dexmedetomidine product administered 
intravenously beyond 24 hours has been associated with tolerance and tachyphylaxis 
and a dose-related increase in adverse reactions. IGALMI was not studied for longer than  
24 hours after the first dose. There may be a risk of tolerance and tachyphylaxis if IGALMI 
is used in a manner other than indicated.
ADVERSE REACTIONS, Clinical Studies Experience: Because clinical trials are conducted 
under widely varying conditions, adverse reactions rates observed in the clinical trials of 
a drug cannot be directly compared to rates in clinical trials of another drug and may not 
reflect the rates observed in practice.

IGALMI™ (dexmedetomidine) sublingual film, for sublingual or buccal use. Rx Only.  
Brief Summary of Prescribing Information (PI) for IGALMI. See full PI.

The safety of IGALMI was evaluated in 507 adult patients with agitation associated 
with schizophrenia (N=255) or bipolar I or II disorder (N=252) in two randomized,  
placebo-controlled studies (Studies 1 and 2). In both studies, patients were admitted to 
a clinical research unit or a hospital and remained under medical supervision for at least  
24 hours following treatment. Patients were 18 to 71 years of age (mean age was 46 years 
old); 45% were female and 55% were male; 66% were Black, 31% were White, 2% were 
multiracial, and 1% were other.
In these studies, patients received an initial dose of IGALMI 180 mcg (N=252),  
IGALMI 120 mcg (N=255), or placebo (N=252). Patients who were hemodynamically stable 
(i.e., those with systolic blood pressure (SBP) > 90 mmHg, diastolic blood pressure (DBP)  
> 60 mmHg, and heart rate (HR) > 60 beats per minute) and without orthostatic  
hypotension (i.e., reduction in SBP < 20 mmHg or DBP < 10 mmHg upon standing) 
were eligible for an additional dose after 2 hours. An additional half dose (90 mcg, 60 
mcg, or placebo) was given to 7.1% (18/252), 22.7% (58/255) and 44.0% (111/252)  
of patients in the IGALMI 180 mcg, IGALMI 120 mcg or placebo arms, respectively. 
After at least an additional 2 hours, an additional second half dose (total IGALMI dose of  
360 mcg, total IGALMI dose of 240 mcg, or placebo, respectively) was given to 3.2% 
(8/252), 9.4% (24/255), and 21.0% (53/252) of patients in the IGALMI 180 mcg, IGALMI 
120 mcg or placebo arms, respectively.
In these studies, one patient discontinued treatment due to an adverse reaction of 
oropharyngeal pain.
The most common adverse reactions (incidence ≥ 5% and at least twice the rate of 
placebo) were: somnolence, oral paresthesia or oral hypoesthesia, dizziness, dry mouth, 
hypotension, and orthostatic hypotension.
Adverse reactions that occurred in IGALMI-treated patients at a rate of at least 2% and at 
a higher rate than in placebo-treated patients in Studies 1 and 2 were as follows (adverse 
reaction is followed by percentage of patients treated with IGALMI 180 mcg (n = 252), 
IGALMI 120 mcg (n = 255) and placebo (n = 252): Somnolence, includes the terms 
fatigue and sluggishness, (23%, 22%, 6%); Oral paresthesia or oral hypoesthesia (7%, 6%, 
1%); Dizziness (6%, 4%, 1%); Hypotension (5%, 5%, 0%); Orthostatic hypotension (5%, 
3%, <1%); Dry Mouth (4%, 7%, 1%); Nausea (3%, 2%, 2%); Bradycardia (2%, 2%, 0%); 
Abdominal discomfort, including dyspepsia, gastroesophageal reflux disease (2%, 0%, 1%).
Hypotension, Orthostatic Hypotension, and Bradycardia in Two Placebo-Controlled 
Studies: In clinical studies, patients were excluded if they were treated with alpha-1 
noradrenergic blockers, benzodiazepines, antipsychotic drugs, or other hypnotics  
four hours prior to study drug administration; had a history of syncope or syncopal attacks; 
their SBP was less than 110 mmHg; their DBP was less than 70 mmHg; their HR was less 
than 55 beats per minute; or they had evidence of hypovolemia or orthostatic hypotension. 
In these studies, vital signs were monitored (at 30 minutes, 1-, 2-, 4-, 6-, and 8- hours 
post-dose), including orthostatic vital signs at 2-, 4-, and 8-hours post-dose. Maximum 
positional decreases in SBP and DBP after standing were observed at two hours post-dose. 
Maximal reductions on BP and HR were observed two hours post-dose.
The mean BP (in mmHg) and HR decrease (in bpm) across all patients from both studies 
at 2 hours post-dose were as follows for patients treated with IGALMI 180 mcg (n = 252),  
IGALMI 120 mcg (n = 255) and placebo (n = 252): Mean SBP Decrease (15, 13, 1), Mean 
DBP Decrease (mmHg) (8, 7, <1), Mean Heart Rate Decrease (9, 7, 3). In the clinical studies: 
13%, 8%, and <1% of patients in the single dose 180 mcg IGALMI, 120 mcg IGALMI, and 
placebo groups, respectively, experienced SBP ≤ 90 mmHg and a decrease ≥ 20 mmHg of 
SBP within 24 hours of dosing; 19%, 17%, and 2% of the patients in the 180 mcg IGALMI,  
120 mcg IGALMI, and placebo groups, respectively, had a DBP ≤ 60 mmHg and a DBP 
decrease ≥ 10 mmHg within 24 hours of dosing; 4%, 3%, and 0% of patients in the 180 mcg 
IGALMI, 120 mcg IGALMI, and placebo groups, respectively, had a HR ≤ 50 beats per minute  
and a HR decrease ≥ 20 beats per minute within 24 hours of dosing.
At 8 hours post-dose, 2% of patients in the IGALMI 180 mcg group experienced a  
SBP ≤ 90 mmHg and decrease ≥ 20 mmHg compared with one patient (<1%) in the 
IGALMI 120 mcg group and none in the placebo group. At 24 hours, none of the 
patients in the IGALMI 180 mcg group experienced a SBP ≤90 mmHg and decrease  
≥ 20 mmHg compared with one patient (<1%) in the IGALMI 120 mcg group and none  
in the placebo group. At 8 hours post-dose, none of the patients in the IGALMI 180 mcg  
group had a HR ≤ 50 beats per minute and a HR decrease ≥ 20 beats per minute  
compared with one patient in the 120 mcg group (<1%) and none in the placebo group.
Postmarketing Experience
The following adverse reactions have been identified during post approval use of another 
dexmedetomidine product given intravenously (IGALMI is not approved for intravenous use). 
Because these reactions are reported voluntarily from a population of uncertain size, it is 
not always possible to reliably estimate their frequency or establish a causal relationship to  
drug exposure.
Blood and Lymphatic System Disorders: Anemia; Cardiac Disorders: Arrhythmia, 
atrial fibrillation, atrioventricular block, bradycardia, cardiac arrest, cardiac disorder, 
extrasystoles, myocardial infarction, supraventricular tachycardia, tachycardia, ventricular 
arrhythmia, ventricular tachycardia; Eye Disorders: Photopsia, visual impairment; 
Gastrointestinal Disorders: Abdominal pain, diarrhea, nausea, vomiting; General Disorders 
and Administration Site Conditions: Chills, hyperpyrexia, pain, pyrexia, thirst; Hepatobiliary 
Disorders: Hepatic function abnormal, hyperbilirubinemia; Investigations: Alanine 
aminotransferase increased, aspartate aminotransferase increased, blood alkaline 
phosphatase increased, blood urea increased, electrocardiogram T wave inversion, 
gammaglutamyltransferase increased, electrocardiogram QT prolonged; Metabolism and 
Nutrition Disorders: Acidosis, hyperkalemia, hypoglycemia, hypovolemia, hypernatremia; 
Nervous System Disorders: Convulsion, dizziness, headache, neuralgia, neuritis, speech 
disorder; Psychiatric Disorders: Agitation, confusional state, delirium, hallucination, 
illusion; Renal and Urinary Disorders: Oliguria, polyuria; Respiratory, Thoracic and 
Mediastinal Disorders: Apnea, bronchospasm, dyspnea, hypercapnia, hypoventilation, 
hypoxia, pulmonary congestion, respiratory acidosis; Skin and Subcutaneous Tissue 
Disorders: Hyperhidrosis, pruritus, rash, urticaria; Surgical and Medical Procedures: 
Light anesthesia; Vascular Disorders: Blood pressure fluctuation, hemorrhage,  
hypertension, hypotension
DRUG INTERACTIONS
Drugs that Prolong the QT Interval: Concomitant use of drugs that prolong the  
QT interval may add to the QT-prolonging effects of IGALMI and increase the risk of cardiac 
arrhythmia. Avoid the use of IGALMI in combination with other drugs known to prolong the  
QT interval.
Anesthetics, Sedatives, Hypnotics, and Opioids: Concomitant use of IGALMI with 
anesthetics, sedatives, hypnotics, or opioids is likely to lead to enhanced CNS depressant 
effects. Specific studies with another dexmedetomidine product given intravenously have 
confirmed these effects with sevoflurane, isoflurane, propofol, alfentanil, and midazolam. 
Due to possible enhanced CNS effects when given concomitantly with IGALMI, consider a 
reduction in dosage of IGALMI or the concomitant anesthetic, sedative, hypnotic, or opioid.
USE IN SPECIFIC POPULATIONS
Pregnancy, Risk Summary: There are no available data on IGALMI use in pregnant 
women to evaluate for a drug-associated risk of major birth defects, miscarriage or other 
adverse maternal or fetal effects. Available data from published randomized controlled 
trials and case reports over several decades of use with intravenously administered 
dexmedetomidine during pregnancy have not identified a drug-associated risk of major 
birth defects or miscarriage; however, the reported exposures occurred after the first 

trimester. Most of the available data are based on studies with exposures that occurred 
at the time of cesarean-section delivery, and these studies have not identified an 
adverse effect on maternal outcomes or infant Apgar scores. Available data indicate that 
dexmedetomidine crosses the placenta.
In animal reproductive studies fetal toxicity occurred in the presence of maternal 
toxicity with subcutaneous administration of dexmedetomidine to pregnant rats during 
organogenesis at doses 5 times the maximum recommended human dose [MRHD] of  
360 mcg/day based on mg/m2 body surface area. Adverse developmental effects, including 
early implantation loss and decreased viability of second generation offspring, occurred 
when pregnant rats were subcutaneously administered doses less than or equal to the 
MRHD based on mg/m2 from late pregnancy through lactation and weaning (see Data).
The estimated background risk of major birth defects and miscarriage for the indicated 
population is unknown. All pregnancies have a background risk of birth defect, loss, or 
other adverse outcomes. In the U.S. general population, the estimated background risk 
of major birth defects and miscarriage in clinically recognized pregnancies is 2 to 4% and  
15 to 20%, respectively.
Data: Animal Data: Increased post-implantation losses and reduced live pups in the 
presence of maternal toxicity (decreased body weight) occurred in a rat embryo-fetal 
development study in which pregnant dams were administered subcutaneous doses of 
dexmedetomidine of 200 mcg/kg/day (equivalent to 5 times the MRHD of 360 mcg/day 
based on mg/m2) during the period of organogenesis (Gestation Day (GD) 5 to 16). No 
embryo-fetal toxicity was observed at 20 mcg/kg/day (less than the MRHD of 360 mcg/day 
based on mg/m2). No malformations were reported at any dose level.
No malformation or embryo-fetal toxicity were observed in a rabbit embryo-fetal 
developmental study in which pregnant dams were administered dexmedetomidine 
intravenously at doses up to 96 mcg/kg/day (equivalent to 5 times the MRHD of  
360 mcg/day based on mg/m2) during the period of organogenesis (GD 6 to 18).
Reduced pup and adult offspring weights and grip strength were reported in a rat 
developmental toxicology study in which pregnant females were administered 
dexmedetomidine subcutaneously at 8 mcg/kg/day (less than the MRHD of 360 mcg/day 
based on mg/m2) during late pregnancy through lactation and weaning (GD 16 to postnatal 
day [PND] 25). Decreased viability of second generation offspring and an increase in early 
implantation loss along with delayed motor development occurred at 32 mcg/kg/day 
(equivalent to the MRHD of 360 mcg/day based on mg/m2) when first generation offspring 
were mated. This study limited dosing to hard palate closure (GD 15-18) through weaning 
instead of standard dosing from implantation (GD 6-7) to weaning (PND 21).
Lactation, Risk Summary: Available published literature report the presence of 
dexmedetomidine in human milk following intravenous administration. There is no 
information regarding the effects of dexmedetomidine on the breastfed child or the effects 
on milk production. Advise women to monitor the breastfed infant for irritability. The 
developmental and health benefits of breastfeeding should be considered along with the 
mother’s clinical need for IGALMI and any potential adverse effects on the breastfed child 
from IGALMI or from the underlying maternal condition.
Pediatric Use: The safety and effectiveness of IGALMI have not been established in 
pediatric patients.
Geriatric Use: Fifteen geriatric patients (≥ 65 years of age) were enrolled (no patients were 
75 years of age and older) in the clinical studies for acute treatment of agitation associated 
with schizophrenia or bipolar I or II disorder. Of the total number of IGALMI-treated patients 
in these clinical studies, 11/507 (2.2%) were 65 years of age and older. Dosage reduction 
of IGALMI is recommended in geriatric patients. A higher incidence of bradycardia and 
hypotension was observed in geriatric patients compared to younger adult patients after 
intravenous administration of another dexmedetomidine product. The pharmacokinetic 
profile of intravenous dexmedetomidine was not altered in geriatric subjects. Clinical 
studies of IGALMI did not include sufficient numbers of patients 65 years of age and older 
to determine whether there were differences in the effectiveness of IGALMI in the acute 
treatment of agitation associated with schizophrenia or bipolar I or II disorder compared 
to younger adult patients.
Hepatic Impairment: Dexmedetomidine clearance was decreased in patients with 
hepatic impairment (Child-Pugh Class A, B, or C). Thus, a dosage reduction of IGALMI 
is recommended in patients with hepatic impairment compared to patients with normal 
hepatic function.
DRUG ABUSE AND DEPENDENCE
Controlled Substance: IGALMI contains dexmedetomidine, which is not a controlled 
substance.
Dependence, Physical Dependence: Physical dependence is a state that develops 
as a result of physiological adaptation in response to repeated drug use, manifested 
by withdrawal signs and symptoms after abrupt discontinuation or a significant dose 
reduction of a drug. The dependence potential of dexmedetomidine has not been studied 
in humans. However, because studies in rodents and primates have demonstrated that 
intravenous dexmedetomidine exhibits pharmacologic actions similar to those of clonidine, 
it is possible that dexmedetomidine may produce a clonidine-like withdrawal syndrome 
upon abrupt discontinuation. IGALMI was not studied for longer than 24 hours after the 
first dose. There may be risk of physical dependence and a withdrawal syndrome if IGALMI 
is used in a manner other than indicated.
Tolerance: Tolerance is a physiological state characterized by a reduced response to a drug 
after repeated administration (i.e., a higher dose of a drug is required to produce the same 
effect that was once obtained at a lower dose). IGALMI has not been studied for longer than 
24 hours after the first dose. There may be a risk for tolerance if IGALMI is administered in 
a manner other than indicated.
OVERDOSAGE: In a tolerability study of intravenous dexmedetomidine in which healthy 
adult subjects were administered doses at and above the recommended dose of 0.2 to  
0.7 mcg/kg/hour, the maximum blood concentration was approximately 13 times the 
upper boundary of the therapeutic range for the intravenous dexmedetomidine (IGALMI 
is not approved for intravenous use). The most notable effects observed in two subjects 
who achieved the highest doses were first degree atrioventricular block and second-degree 
heart block.
Five adult patients received an overdose of intravenous dexmedetomidine in intensive 
care unit sedation studies. Two patients who received a 2 mcg/kg loading dose 
(twice the recommended loading dose) over 10 minutes, experienced bradycardia 
and/or hypotension. One patient who received a loading intravenous bolus dose of 
undiluted dexmedetomidine (19.4 mcg/kg), had cardiac arrest from which he was  
successfully resuscitated.
Consider contacting a Poison Center (1-800-222-1222) or a medical toxicologist for 
overdosage management recommendations for IGALMI.

Distributed by: BioXcel Therapeutics, Inc., 555 Long Wharf Drive 12th Floor  
New Haven, CT 06511
IGALMI is a trademark of BioXcel Therapeutics, Inc. All other trademarks are the 
properties of their respective owners. 
Copyright © 2023, BioXcel Therapeutics, Inc. All rights reserved.
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The recent approval of aducanumab caused an uproar: Was it approved too soon? What long-term effects 
will the treatment have? Is the cost worth it? Are we doing enough to address Alzheimer disease (AD)?
As we grapple with these issues, the problem of AD continues to swell; more than 6 million Americans are living with the 

disease, and this number is projected to rise to nearly 13 million by 2050.1 AD will kill 1 in 3 affected seniors, and is more 

deadly than breast cancer and prostate cancer combined.1 What are the available and upcoming AD treatments and how can 

you utilize them to best serve your patients? Continued on page 7
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Have you heard? The story of Paul Pelosi being 
attacked was fake—a false flag operation!1 And 
the January 6 attack on the Capitol building? 
Give me a break! That was another false flag 
operation, orchestrated by the FBI and those rad-
ical lefties from Antifa!2 Oh, yes—and then there 
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Are the Treatments Worse Than the Illness?
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“The practice of medicine is an art, not a trade; a calling, 
not a business; a calling in which your heart will be 
exercised equally with your head.”—William Osler, MD

Although most folks enter health care to help 
patients, clinicians also need to manage the “busi-
ness” side of the profession. Over the years, we have 
heard from you, our readers, about practice-related 
frustrations and how they add to burnout. 

The Special Report in this issue shares insights 
and support from your colleagues and experts in 
the fi eld on tackling select challenges. For instance, 
Bruce Goderez, MD, sings the “Prior Authorization 
Blues” and shares his observations and hopes for 
making the system better. You will also read about 
setting up a collaborative care private practice as 
well as tips for strengthening patient rapport, dis-
cussing patient fi nancial obligations, and the dos and 

don’ts of social media to support you, your 
practice, and your career.

As usual, this issue aims to support you and your 
patients across several psychiatric disorders and 
clinical conundrums. In the Bipolar Update, for 
example, David N. Osser, MD, discusses the chal-
lenges associated with selecting evidence-based 
treatment for acute bipolar II depression. Similarly, 
Brian Miller, MD, PhD, MPH, shares the latest 
research on the impact of caff eine and smoking in 
patients with serious mental illness. You can also 
earn continuing medical education credits via the 
article on Lewy body dementia.

From cover to cover, the March issue of Psychiatric 
TimesTM is poised to give you the tools and informa-
tion you need to be successful in patient care and 
practice issues for many years to come. 

Mike Hennessy Jr
President and CEO, MJH Life Sciences®

Practice Makes Perfect
Publisher’s Note



6
M

A
R

C
H

 2
0

2
3

From the Editor

FOUNDER
MIKE HENNESSY SR 

1960-2021

EDITORIAL
Allie Karas, MA  
Vice President, Content
Heidi Anne Duerr, MPH
Editorial Director
Erin O’Brien
Senior Editor
Leah Kuntz
Associate Editor

COPYEDITING
Jennifer Potash
Vice President of Copy
Paul Silverman
Copy Chief
Angie DeRosa, 
Nicole Canfora Lupo
Copy Supervisors
Cheney Baltz, Marie-Louise Best,
Kelly King
Senior Copy Editors
Georgina Carson
Substantive  Editor
Kirsty Mackay, Justin Mancini, 
Kim Nir, Ron Panarotti, Mercedes 
Pérez, Yasmeen Qahwash
Copy Editors

DESIGN & 
PRODUCTION
Robert McGarr
Creative Director
Nicole Slocum
Senior Art Director
Jonathan Severn 
Circulation Director

ADVERTISING
Brian Haug
Executive Vice President
bhaug@mjhlifesciences.com
Erik Hogger
Senior National Accounts 
Manager
ehogger@mjhlifesciences.com
Jules Leo
Classified Sales Manager
jleo@mjhlifesciences.com
Libardo Torres
National Accounts Associate
ltorres@mjhlifesciences.com

CORPORATE
Mike Hennessy Jr
President and CEO
Neil Glasser, CPA/CFE
Chief Financial Officer
Michael Ball
Chief Operating Officer
Brett Melillo
Chief Marketing Officer
Terric Townsend
Chief Data Officer
Joe Petroziello
Executive Vice President, Global 
Medical Affairs and Corporate 
Development
Silas Inman
Senior Vice President, Content
Shari Lundenberg
Senior Vice President, Human 
Resources & Administration
Phil Talamo
Senior Vice President, Mergers 
& Acquisitions, Strategic 
Innovations
Jeff Brown
Executive Creative Director

READER’S GUIDE
HOW TO REACH US
2 Clarke Drive, Suite 100 
Cranbury, NJ 08512
Email: PTEditor@mmhgroup.com
PsychiatricTimes.com

Paid Subscriptions 
Contact Customer Service at
mmhinfo@mjhlifesciences.com 

Our privacy policy can be found at 
www.mjhlifesciences.com

Back Issues Psychiatric Times™
offers a large selection of back is-
sues. Contact Customer Service at
mmhinfo@mjhlifesciences.com

Change of Address 
Contact Customer Service at 
mmhinfo@mjhlifesciences.com 

Earn Credit Online You can earn 
category 1 credit online at 
www.PsychiatricTimes.com/cme

Financial disclosures for all 
Editorial Board Members can be 
found at www.psychiatrictimes.com

One of the most informative yet 
easy to administer tests for 
assessing brain dysfunction 
is the Clock-Drawing Test 
(CDT). It takes less than a 

minute and can serve as an excellent screen-
ing tool for cognitive impairment, dementia, 
and brain insults of many types. The range 
of neurological disorders that the CDT can 
help to diagnose and/or follow over time 
include Alzheimer disease, Parkinson disease, 
Huntington disease, traumatic brain injury, 
cerebral vascular disease, unilateral neglect, 
focal cerebral lesions, strokes of diff erent eti-
ologies, multiple sclerosis, schizophrenia, and 
delirium.1,2 The Table lists the wide-ranging 
defi cits that the CDT can reveal.2,3

Refl ecting on my residency training in 
psychiatry at the University of MA Medical Center in 
Worcester, I had the privilege to learn from neuropsychi-
atrist Sheldon Benjamin, MD. Each year, Dr Benjamin 
held a contest for all psychiatry residents, inviting us to 
provide a case study of a patient we had evalu-
ated—including the patient’s CDT and how 
the information gleaned from it contributed 
to determining the diagnosis. The contributor 
of the most dramatic case, if I remember cor-
rectly, received a neuropsychiatry textbook.

The history of the CDT is rather opaque 
despite the fact it has earned its place as one 
of the most widely used cognitive screen-
ing tests in clinical and research settings. 
Although the textbook The Parietal Lobes, 
published in 1953 and written by Macdonald 
Critchley, is often cited as the fi rst descrip-
tion of the CDT, references to its use go back 
to 1915.4 Although initially used as a test for 
constructional apraxia and aphasia-related 
disorders during the 1980s, it remains a 
popular screening tool for cognitive disorders, 
even today.

Sensitivity and Specifi city
The literature on the CDT has consistently 
supported its use as a cognitive screening 
tool. Most studies demonstrate 85% mean 
sensitivity and specifi city. The CDT can 
screen positive for likely cognitive impair-
ment/dementia when the Mini-Mental State 
Examination (MMSE) results are unremark-
able, hence identifying cognitive impairment 
earlier. When the MMSE demonstrates 
cognitive impairment, the fi ndings correlate 

strongly with the fi ndings on 
the CDT. The CDT has high levels of interrater 
and test-retest reliability. Despite more than 
a dozen scoring systems, all report similar 
psychometric properties.5 The weakness of 
the CDT is decreased sensitivity and variable 
specifi city when a patient has mild cognitive 
impairment or early dementia.6

Administering the CDT
Only a blank piece of paper and a pencil are 
needed to administer the CDT. The patient 
is told to draw the face of a clock with all the 
numbers in the appropriate locations. An 
optional second part can provide signifi cant 
information on a range of brain dysfunc-
tion. The examiner asks the patient to draw 
in the hands of the clock so that the time 

is 10 minutes past 11. A clinician experienced with brain 
structure and function should examine the clock that was 
drawn. The piece of paper should be scanned into the 
patient’s chart. Serial CDTs can be used to monitor brain 

function over time—deterioration or improve-
ment. The Figure demonstrates clocks that 
may be seen from patients with diff erent 
neurological conditions.

Concluding Thoughts
The CDT, now more than 100 years old, has 
consistently proven to be an accurate, repro-
ducible tool in evaluating a patient’s cognitive 
function in a wide range of brain activities. 
It is simple to administer, requires very little 
time, and can provide valuable insights into 
strengths and weaknesses of brain functions. 
Moving forward, an unanswered question is 
what the durability of the CDT will be as the 
digital generation, many of whom never look 
at a clock, ages.

References
1. Mainland BJ, Shulman KI. Clock Drawing Test. In: Larner AJ, 
ed. Cognitive Screening Instruments: A Practical Approach. 
Springer; 2017. 

2. Aprahamian I, Martinelli JE, Neri AL, Yassuda MS. The Clock 
Drawing Test: a review of its accuracy in screening for dementia. 
Dement Neuropsychol. 2009;3(2):74-81. 

3. Agrell B, Dehlin O. The clock-drawing test. 1998. Age Ageing.
2012;41(suppl 3):iii41-45.

4. Hazan E, Frankenburg F, Brenkel M, Shulman K. The test 
of time: a history of clock drawing. Int J Geriatr Psychiatry.
2018;33(1):e22-e30. 

5. Shulman KI. Clock-drawing: is it the ideal cognitive screening 
test? Int J Geriatr Psychiatry. 2000;15(6):548-561. 

6. Pinto E, Peters R. Literature review of the Clock Drawing Test 
as a tool for cognitive screening. Dement Geriatr Cogn Disord. 
2009;27(3):201-213. 

John J. Miller, MD Editor in Chief   Dr Miller is Medical Director, Brain Health, Exeter, New 
Hampshire; Editor in Chief, Psychiatric TimesTM; Sta�  Psychiatrist, Seacoast Mental Health 
Center, Exeter; Consulting Psychiatrist, Exeter Hospital, Exeter; Consulting Psychiatrist, Insight 
Meditation Society, Barre, Massachusetts.

The Clock-Drawing Test

TABLE. Defi cits 
Identifi ed by the 

Clock-Drawing Test2,3

Attention
Concentration

Planning
Language

Memory
Abstract thinking

Executive skills
Perseveration

Visuospatial defi cits
Verbal understanding

Constructive skills
Motor functioning

Changes over time

FIGURE. CDTs From 
Patients With 

Various Diagnoses 

A – A patient with 
no cognitive or 

brain dysfunction 

B – A patient with 
mild to moderate 

dementia

C – A patient following 
a large stroke in the 

right parietal lobe that
 results in hemispatial 
neglect of the left side
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Currently Available Treatments
Although aducanumab made a big splash in the 
news, there are a number of treatment options 
available. To evaluate where we are in address-
ing AD, Psychiatric Times™ took a closer look at 
some of the biggest names in the treatment arena. 
When were they approved, what are their eff ects, 
and how much are they costing patients? 

Aducanumab (Aduhelm). You have heard about 
it—the amyloid-β–directed antibody indicated to 
treat mild AD that received FDA approval in June 
2021, to the surprise of many, including some 
Psychiatric Times™ contributors.2 At the time, it 
was the fi rst new treatment approved for AD since 
2003. It was also the fi rst drug on the market that 
targeted the underlying disease pathophysiology 
rather than symptoms. 

Although patient groups applauded the 
approval, experts recommended caution; an FDA 
independent advisory committee even preemp-
tively voted against approval in November 2020.3

Investigators evaluated aducanumab’s effi  cacy 
in 3 double-blind, randomized, placebo-con-
trolled, dose-ranging studies involving a total of 
3482 participants with AD.4 Patients receiving 
the treatment had signifi cant dose- and time-de-
pendent reduction of amyloid-β plaque; however, 
data did not demonstrate aducanumab slowed 
cognitive decline, and there is no evidence to 
suggest it restores cognitive function. 

“The issue is whether the clinical eff ects of 

these new drugs have a meaningful impact on 
patients and families,” said Gary W. Small, MD, 
chair of psychiatry, Hackensack University Med-
ical Center, and behavioral health physician in 
chief, Hackensack Meridian Health, New Jersey. 

Furthermore, although aducanumab is easily 
administered intravenously via a 45- to 60-min-
ute infusion once every 4 weeks, access and insur-
ance coverage are extremely limited and the price 
tag is hefty; the original estimated annual cost of 
aducanumab was $56,000,5 but Biogen recently 
halved that price to $28,200.6

Lecanemab (Leqembi). This monoclonal anti-
body is the second-ever treatment intended to 
attack the root of the disease and slow cognitive 
decline. It was approved under the FDA’s acceler-
ated pathway based on phase 2 trial data, which 
showed that lecanemab decreased brain plaques 
in 856 study participants.7 A recent phase 3 trial, 
Clarity AD, found that it slowed cognitive decline 
by 27% over 18 months of treatment.8

Lecanemab is infused intravenously, enters 
the patient’s brain, and clears away amyloid 
plaques—which may cause cognitive impairment 
in AD.

The most common adverse eff ect is an infu-
sion-related reaction, seen in 26.4% of participants 
and 7.4% in the placebo group in the Clarity AD 
trial. Of these reactions, 96% were mild to mod-
erate and 75% happened after the fi rst dose.9

However, at least 2 participants in the phase 3 

trial taking lecanemab died after brain bleeds or 
swelling, and its label will include a warning about 
developing amyloid-related imaging abnormalities. 
Furthermore, any patient taking lecanemab should 
have 3 MRIs in the fi rst 6 months of treatment to 
ensure no adverse eff ects develop.10

“This is the fi rst time we have found unequivo-
cally positive results for a therapy that may slow 
the course of Alzheimer disease. I think these 
results already demonstrate a meaningful benefi t 
over 18 months,” Christopher H. van Dyck, MD, 
lead author on the study, told Psychiatric Times™. 
“But what we next want to know is whether ear-
lier intervention and longer treatment can pro-
duce a larger benefi t. The AHEAD trial is already 
well under way and will determine whether 
administration of the drug to asymptomatic indi-
viduals with elevated brain amyloid accumulation 
might preserve cognitive health even more.”

The annual price tag estimate for lecanemab is 
slightly lower than its predecessor aducanumab, 
ringing in with a cost of $26,500 per year.11

With the recently published data from the 
Clarity AD trial, Eisai intends to fi le a supplemen-
tal biologics license application to the FDA for 
approval under the traditional pathway soon.12

Galantamine (Razadyne). Approved by the 
FDA in 2001, this acetylcholinesterase inhibitor 
enhances cholinergic function by increasing the 
availability of acetylcholine in the synaptic cleft 
through reversible, competitive, and selective 
inhibition of cholinesterase, thus blocking hydro-
lytic degradation of acetylcholine.13 It comes as 
an extended-release capsule and an oral liquid. 
As galantamine is a symptomatic treatment, it 
will not modify the underlying progression of the 
disease, but it can help improve cognition, daily 
functioning, and behavior. 

The National Institutes of Health recommends 
regular follow-up and gradual titration of the 
dosage to assess effi  cacy and safety of the dose for 
the patient, as well as checking for drug-to-drug 
interactions.14 As to price, galantamine averages 
around $145 for 60 tablets of 4 mg each.15

Rivastigmine (Exelon). A cholinesterase inhibi-
tor, rivastigmine is used in patients with AD and 
Parkinson disease and was approved by the FDA 
in 1997. Rivastigmine, unlike other cholinesterase 
inhibitors, has been shown to reversibly bind and 
inhibit both acetylcholinesterase and butyryl-
cholinesterase, causing an overall increase in 
acetylcholine.16

It comes as a capsule, oral liquid, and transder-
mal patch. The main adverse eff ects are gastroin-
testinal, primarily nausea and vomiting. One study 
found rivastigmine to be the drug with the highest 
rate of gastrointestinal adverse eff ects.17 The aver-
age retail price is $466 for 30 transdermal patches 
(4.6 mg/d) or $175 for 60 capsules of 1.5 mg.18

From the Cover

Alzheimer Disease
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Donepezil (Aricept). Although 
this acetylcholinesterase inhibitor 
does not alter the progression of 
AD, it can improve cognition and 
behavior. Approved by the FDA in 
1996, donepezil binds reversibly 
to acetylcholinesterase and inhib-
its the hydrolysis of acetylcho-
line, which enhances cholinergic 
transmission. It can take up to 15 
days to reach steady medication 
level. Again, the main adverse 
effects are gastrointestinal.19 It is 
available as an oral film-coated 
tablet and an orally disintegrating 
tablet. The average retail price for 
30 tablets of 10 mg is $94.20 

However, to avoid the adverse 
gastrointestinal effects, Corium 
created the donepezil transdermal 
system (Adlarity), which received 
FDA approval in March 2022. 
The patch, applied once a week, 
continuously delivers donepezil 
through the skin. As it provides 
stable dosing for 7 days, it may be 
more practical for patients who 
cannot reliably take daily oral 
donepezil because of impaired 
cognition. But patches may take 
longer to work compared with 
tablets; achieving steady med-
ication level can take up to 22 
days. It is approved for 5-mg/d or 10-mg/d for-
mulations.21 The average retail price for 4 patches 
of 5 mg is $545.22 

The Pipeline
“This is a very exciting and extremely important 
time in Alzheimer research, treatment, and care. 
A diverse pipeline of potential new treatments, 
and eventually combination therapies, presents an 
unprecedented era of hope for the Alzheimer and 
dementia community,” said Alzheimer’s Associa-
tion Chief Science Officer Maria C. Carrillo, PhD. 

In the AD pipeline, amyloid is the most com-
mon target. Using information gathered from 
ClinicalTrials.gov, there are approximately 28 
drugs in phase 3 of the pipeline for AD, and 21 
of them are disease-modifying therapies (Fig-
ure).23 Now, although amyloid is the predom-
inant research focus, a few recent phase 3 trial 
fails have shaken that certainty; both monoclonal 
antibodies targeting amyloid, gantenerumab and 
solanezumab, recently failed to prove clinical 
efficacy in phase 3 trials.24,25

Although these new options are exciting, there 
should still be a modicum of caution, according to 
Rajesh R. Tampi, MD, MS, DFAPA, DFAAGP.

“There may be new medications coming down 
the pipeline for the treatment of individuals with 

AD, but clinicians should continue to follow good 
clinical practice of obtaining a thorough, com-
prehensive mental status examination; objective, 
structured cognitive examination; a focused phys-
ical examination; appropriate laboratory work-up; 
and neuroimaging studies to diagnose cases of 
AD,” Tampi told Psychiatric Times™. “We can 
incorporate the new medications into the treat-
ment plans of individuals with AD once we have a 
better understanding of their benefits and risks.”

With that in mind, here is a look at what is up 
and coming. 

Donanemab. This monoclonal antibody treatment 
that acts against the amyloid-β protein is under-
going a phase 3 clinical trial to demonstrate its 
efficacy. In January 2023, the FDA decided not to 
grant donanemab accelerated approval; data from 
the phase 3 trial will be submitted later this year 
for full approval. 

Notably, in the coprimary outcomes of the 
TRAILBLAZER-ALZ 4 study, brain amyloid 
plaque clearance—which investigators defined 
as achievement of brain amyloid plaque levels 
less than 24.1 Centiloids—was achieved in 
37.9% of participants taking donanemab (25 of 
66) compared with 1.6% of participants taking 
aducanumab (1 of 64) at 6 months. Addition-

ally, donanemab reduced brain 
amyloid levels by 65.2% from 
baseline, compared with 17.0% for 
aducanumab at 6 months.26 

“The TRAILBLAZER study was a 
landmark study in our space,” said 
Howard Fillit, MD, cofounder and 
chief science officer of the Alzhei-
mer’s Drug Discovery Foundation. 
“We have never had disease-modi-
fying agents for Alzheimer disease, 
and now we are starting to see 
these come to fruition—hopefully, 
at some point soon, for full FDA 
approval. This is just the dawn of a 
new era, and a first series of drugs 
in this one class.”

Blarcamesine. In early Decem-
ber 2022, it was announced that 
blarcamesine—a small molecule 
activator of the σ-1 receptor—
met primary and key second-
ary end points in a phase 2b/3 
study evaluating mild cognitive 
impairment in patients with AD. 
This randomized, double-blind, 
multicenter, placebo-controlled 
study enrolled 509 participants 
for over 48 weeks. Results found 
that participants treated with 
blarcamesine were 84% more 
likely to have improved cognition 

than placebo-treated participants, as measured by 
Alzheimer’s Disease Assessment Scale–Cognitive 
subscale score change of –0.50 points or better 
from baseline to end of treatment. Additionally, 
those treated with blarcamesine were 167% more 
likely to improve function compared with pla-
cebo.27 The data from this study will be submitted 
for publication in a peer-reviewed medical jour-
nal. ATTENTION-AD, an open-label extension 
study, will continue to follow participants over a 
96-week period.

Blarcamesine is also under development for 
several other conditions, such as Angelman 
syndrome, fragile X syndrome, infantile spasms, 
gait abnormality, Parkinson disease dementia, 
tuberous sclerosis, Rett syndrome, and more. It is 
available in intravenous and oral administration.28 

Treating Behavioral Issues 
Although it is best to address agitation through 
nonpharmacological means first, there are 
circumstances in which medication might be war-
ranted. Psychotropics like antipsychotics can be 
used to treat agitation, but they can have serious 
adverse effects. Some experts argue that no cur-
rent pharmacological interventions for agitation 
in AD possess benefits that outweigh their risks,29 
but researchers are investigating new avenues for 

AD will kill 1 in 3 affected seniors, and 
is more deadly than breast cancer and 

prostate cancer combined.
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treating behavioral issues.
AXS-05. This combination of dextromethorphan 
and bupropion is being investigated for the treat-
ment of agitation in patients with AD. AXS-05 was 
granted FDA breakthrough therapy designation for 
the treatment of AD agitation in June 2020.

“At present, there are no FDA-approved treat-
ments for agitation associated with dementia. 
Instead of managing agitation on an as-needed 
basis with ‘prn’ dosing, daily dosing of AXS-05 
has the potential of preventing agitation over 
time, and thus is a proactive approach rather 
than a purely reactive strategy,” Leslie L. Citrome, 
MD, MPH, one of the primary investigators, told 
Psychiatric Times™. 

Data suggest AXS-05 significantly delayed 
time to relapse of agitation versus placebo. In 
the ACCORD study of 178 participants, clinicians 
reported agitation improvement in 66.3% of 
patients at week 2 and 86.3% of patients at week 
5 after treatment with AXS-05.30 Somnolence and 
dizziness were the most common adverse effects, 
reported in at least 5% of study participants.31 

BXCL501 (Igalmi). This orally dissolving thin 
film formulation of dexmedetomidine is also 
being investigated for the treatment of agitation 
in patients with AD who are 65 years and older. 
The FDA granted BXCL501 breakthrough therapy 
designation for the acute treatment of agitation 
in connection with dementia in March 2021, and 
it has shown statistically significant reductions in 
agitation with no severe adverse events at doses 
of both 30 µg and 60 µg. 

On December 19, 2022, investigators dosed 
the first patient in the phase 3 TRANQUILITY III 
trial of BXCL501. The TRANQUILITY program—
which includes 2 investigational studies, TRAN-
QUILITY II and TRANQUILITY III—is designed 
to evaluate the safety and efficacy of BXCL501 for 
the acute treatment of AD-associated agitation in 
adults who reside in assisted living or residential 
care facilities and nursing homes. Both trials will 
enroll about 150 participants 65 years and older 
with dementia, who will then self-administer 
40 µg or 60 µg of BXCL501 or placebo over a 
3-month period. Participants will be supervised 
by a trained research staff member whenever 
agitation occurs. Full results are expected in the 
first half of this year.32

Slowing the Progression
Early detection is key to slowing the progression 
of AD. A recent study found that urinary formic 
acid is a sensitive marker of subjective cognitive 
decline that may indicate the early stages of AD. 
Investigators specifically analyzed the relation-
ship between urinary formic acid and the ε4 
allele of the apolipoprotein E gene, which confers 
elevated risk for AD. A noninvasive, inexpensive 
urine test for formic acid could help improve the 

rate of diagnosis, which often comes too late for 
effective treatment.33

Another potential way to detect AD that is 
relevant to psychiatric clinicians involves depres-
sion. According to recent research, individuals 
with depression are at greater risk of developing 
late-onset AD, suggesting that treating depression 
may delay AD development. Although further 
studies need to confirm and replicate these find-
ings, using polygenic risk scores to predict these 
diseases demonstrates an advancement in the 
understanding of the underlying heterogeneity of 
depression in late-onset AD.34,35 

“Thanks to remarkable advances in medical 
technology, we are all living much longer than 
ever before. The problem is that our brains were 
not engineered to live that long. By the time we 
reach mid-40s or 50s, our cognition begins to slip 
and it only worsens. That age-related cognitive 
decline is the precursor of what develops into AD, 
and we have learned over decades of study that 
one of the best strategies is early detection and 
prevention,” said Small. “We have tools now to 
detect problems early. We have strategies to stave 
off cognitive decline [that can] have an impact on 
people’s lives. But we need to do more.”

With growing attention in the media, the US 
Congress is looking to provide aid. A group of 
senators recently introduced 2 bills that would 
renew and strengthen AD prevention and 
treatment. The first bill, the National Alzhei-
mer’s Project Act (NAPA) Reauthorization Act, 

would reauthorize NAPA (established in 2011) 
through 2035 and modernize the legislation to 
reflect strides made in understanding AD, such 
as including a new focus on promoting healthy 
aging and reducing risk factors. The second bill, 
the Alzheimer’s Accountability and Investment 
Act, would require the director of the National 
Institutes of Health to submit an annual budget 
to Congress that estimates the cost necessary for 
achieving NAPA’s research goals.36 

Senator Susan Collins (R, Maine), a founder 
and cochair of the Congressional Task Force 
on Alzheimer’s Disease, released a statement 
concerning the proposed legislation: “The 2 bills 
we are introducing will maintain our momentum 
and make sure that we do not take our foot off the 
pedal just as our investments in basic research 
are beginning to translate into potential new 
treatments. We must not let Alzheimer disease 
define our children’s generation as it has ours.”36 

Quality of Life
Organizations like the Alzheimer’s Association 
are excited by new prospects in the AD field, 
particularly when it comes to improving quality of 
life. “New FDA-approved treatments taken in the 
early stages of Alzheimer disease could allow peo-
ple more time to participate in daily life, remain 
independent, and make future health care deci-
sions. They may create the ability and opportunity 
to participate fully in important events, such as a 
wedding, graduation or baptism, a bar/bat mitzvah, 
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or quinceañera,” said Carrillo. 
Psychiatric clinicians should remind their patients 

to address modifi able risk factors: exercise program, 
diet, stress levels, and social life. Small recommends 
encouraging patients to take family walks, social-
ize, modify their diet, and even consult physical 
trainers. More importantly, he wants everyone to 
work against a true inhibitor of meaningful life for 
patients with AD: stigma.

“I think there is still tremendous stigma about the 
disease,” said Small. “A lot of people are resistant; 
they come in because of fear and they will minimize 
their symptoms. It is important to put that in per-
spective and to help destigmatize this experience.”

Concluding Thoughts
There is a long way to go in the battle to defeat AD. 
These drugs are the fi rst steps, not the fi nish line. 

“It is incumbent on us to provide realistic and 
appropriate perspectives to caregivers, patients, and 
the general public,” said Horacio A. Capote, MD, 
medical director of the Division of Neuropsychiatry 
at Dent Neurologic Institute in Amherst, New York, 
and Neuropsychiatry Section Editor for Psychiatric 
Times™. “We must do so with the best science we 
have at our disposal. Various treatment modalities 
have certainly sowed the seeds for hope. At the same 
time, we must protect the vulnerable from commer-
cial predation. At the end of the day, we must never 
lose sight of our humanity.”
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Anatomy Lab
Richard M. Berlin, MD

She was stretched out naked, 

young and blonde, 

wild and frightening

when the others were so old,

everyone at the steel table

pretending not to notice

the fortune of her body.

That fi rst day I sliced o�  her breast,

scalpel circling round and round

the way I might halve a peach, 

to study her glistening secrets

with detachment and awe.

We explored the deep insertions

where muscle joins bone,

subtracted her face, her arms,

plucked ovaries and heart like thieves,

but lost count of the treasures

severed from ourselves.

By year’s end, brittle with guilt, 

we hovered over our hollow creation,

pretending to look away 

from the short blonde braid 

at the base of her skull

no one had the courage to cut.
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were those faked school shootings in Newtown, 
Connecticut, and Parkland, Florida.3

Baseless claims like these (which I have 
paraphrased) are easy to fi nd on Instagram and 
Twitter, despite some eff orts to remove them. It 
may be tempting to dismiss such “conspiracy the-
ories” as the ramblings of a few addled extrem-
ists, but I believe that would be a misreading of 
the problem. Such “false fl ag conspiracy theories” 
(FFCTs) are not uncommon in some subcultures 
in the United States and represent a subset of 
conspiracy theories in general. Survey data show 
that about half of the US population believes in 
at least 1 conspiracy theory.4 For example, nearly 
1 in 5 Americans believe mass shootings have 
been faked by groups trying to promote stricter 
gun-control laws.5

My colleague, Joseph M. Pierre, MD, and I have 
discussed the general features of conspiracy theo-
ries in detail.6 I will explore the specifi c false fl ag 
concept, linking it to political, sociological, and 
psychological factors. I will also examine the ways 
in which modern technology has contributed to 
the viral spread of FFCTs. First, though, we need 
to review some foundational terms and concepts. 

What Is a Conspiracy Theory?
In simplest terms, a conspiracy theory is the 
belief or assertion that a group of individuals 
has met in secret agreement, with the purpose 
of achieving some malevolent goal.7 As Dr Pierre 
and I have written6: 

[C]onspiracy theories are usually, 
but not necessarily, false. They are 
typically shared beliefs that don’t 
explicitly or directly involve the 
believer, and are based on evidence 
that one fi nds “out there,” such as 
on the internet. This speaks to the 
highly communal nature of so many 
conspiracy theories — networks of 
like-minded individuals reinforcing 
one another’s beliefs in a particular 
socio-cultural context.  

Conspiracy theories diff er from delusions, 
which are broadly defi ned as fi xed, false, usu-
ally unshared beliefs, often based on subjective 
“inner” experiences (such as hearing “voices”) 
rather than on communal affi  rmation via some 
network of like-minded individuals. It is import-
ant to state that conspiracy theories may be asso-
ciated with both the political “left” and “right,” 
and may be endorsed by liberals or conservatives 
(variously defi ned), depending on the theory. 
That said, most recent FFCTs appear to have 

arisen among extreme right-wing groups or like-
minded individuals. 

An FFCT is thus a subtype of conspiracy theory, 
alleging that some “hostile or harmful action 
(such as an attack) was designed to look like it 
was perpetrated by someone other than the per-
son or group responsible for it.”8

The History of False Flag Operations 
How did the term false fl ag arise? It probably 
derives from the misuse of actual fl ags. Specifi -
cally, “a false fl ag operation referred to a military 
force or a ship fl ying another country’s fl ag for 
the purposes of deception.”9 As PolitiFact’s Louis 
Jacobson and Bill McCarthy explain9: 

For generations, governments have 
mounted false fl ag operations, in 
which they justify military action 
by deceptively accusing an enemy of 
a violent act. However, actual false 
fl ags plotted in recent history are 

outnumbered by dubious conspiracy 
theories that label real, verifi able crisis 
events as “false fl ags.” 

It is clearly important to distinguish an actual 
false fl ag operation from a false fl ag conspiracy 
theory. Similarly, an accusation that some party is 
planning a false fl ag operation may have substan-
tial credibility. For example, in early February 
2022, the United States accused Russia of plot-
ting a fake attack by Ukrainian forces as a pretext 
for invading the neighboring country. US offi  cials 
would not disclose precisely how they learned of 
this plot, but an earlier Russian disinformation 
campaign lent credence to the US accusation.10

There are many historical examples of actual 
false fl ag operations. One of the most notorious 
involved a false fl ag operation mounted by Nazi 
Germany in 1939 as justifi cation for starting 
World War II. The Gestapo staged a raid on a 
German broadcasting tower, making it look as 
though Polish forces carried out the attack—all as 
a pretext for the Nazi invasion of Poland.9
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Profi ling FFCTs
Because FFCTs represent a subset 
of conspiracy theories, it seems 
plausible that false fl ag conspir-
acy theorizers share some general 
features with the broader set of 
conspiracy theorists (CTs). However, 
it is diffi  cult to construct a reliable 
profi le of the typical CT. Although 
some studies have linked CTs with low 
educational level, extreme right-wing 
political orientation, and paranoid 
personality traits, these fi ndings 
have been inconsistent and may vary 
among specifi c conspiracy theories. 
That said, results from 4 large studies 
of US adults found that a strong mistrust 
of “offi  cialdom” is a major factor in the conspir-
atorial mindset, particularly (and disproportion-
ately) among political conservatives.11

Indeed, Dr Pierre has proposed a 2-component 
model of belief in conspiracy theories, consisting 
of epistemic mistrust (mistrusting “authoritative” 
knowledge) and biased information processing. 
The latter usually involves exposure to misinfor-
mation, often transmitted by word of mouth or via 
social networks12—a point I will return to later. Dr 
Pierre has also noted that FFCTs usually align with 
the theorizer’s political ideology. For example13: 

Holocaust denialism is embraced by 
people with antisemitic attitudes. 
Similarly, people who are drawn 
to false fl ag conspiracies about 
mass shootings will predictably be 
those with strong beliefs about gun 
ownership and gun rights who are 
mistrustful of government in general 
and liberals in particular.

The Epistemic Divide
I have been particularly interested in more 
general societal trends in the United States 
that may be contributing to the proliferation of 
FFCTs. Here, a bit of background in sociology is 
helpful. The term anomie (or anomy) was coined 
by French sociologist Émile Durkheim (1858-
1917). Put simply, anomie is a state of “norm-
lessness,” in which “there is a disintegration or 
disappearance of the norms and values that were 
previously common to the society.”14 Anomie 
may lead to profound alterations in how indi-
viduals view themselves in relation to the larger 
culture. Specifi cally14:

People who [live] during periods of 
anomie typically feel disconnected 
from their society because they no 
longer see the norms and values that 
they hold dear refl ected in society 
itself. This leads to the feeling 
that one does not belong and is not 
meaningfully connected to others. 

In my view, American society during the past 
25 to 30 years has shown signs of such social 
disconnection, owing to the fracturing or frag-
menting of commonly held norms and values. 
The columnist David Brooks alluded to this when 
he wrote of “the fraying of the social fabric” in 
this country, and15:

[A] long-term loss of solidarity, a 
long-term rise in estrangement and 
hostility. This is what it feels like to 
live in a society that is dissolving from 
the bottom up as much as from the 
top down. 

In particular, traditional sources of authorita-
tive knowledge have been seriously challenged or 
denigrated. This has been vividly demonstrated 
during the COVID-19 pandemic, which has gen-
erated not only numerous conspiracy theories but 
also deep-seated mistrust of previously respected 
medical authorities, such as Anthony Fauci, MD. 
As a recent piece on Dr Fauci in The Washington 
Post noted16:

“There is no truth,” Fauci says, for 
e� ect. “There is no fact.” People 
believe hydroxychloroquine works 
because an Internet charlatan claims it 
does. People believe the 2020 election 
was stolen because a former president 
says so. People believe that Fauci killed 
millions of people for the good of his 
stock portfolio because it’s implied by 
TV pundits, Internet trolls and even 
elected leaders. Fauci is unnerved by 
“the almost incomprehensible culture 

of lies” that has spread 
among the populace, 

infected major organs of 
the government, manifested 

as ghastly threats against 
him and his family. His o�  ce 

sta� , normally focused on 
communicating science to the 

public, has been conscripted 
into skirmishes over conspiracy 

theories and misinformation.

In this regard, recent research has found 
that perceptions of anomie (ie, a lack of social 

trust, and the belief that the moral order or 
social fabric of society is deteriorating) are associ-
ated with COVID-19 vaccine hesitancy.17 How-
ever, the problem of what and whom to trust goes 
beyond any one issue. Rather, vitriolic debates 
have ensued over knowledge itself; that is, what 
can legitimately be considered “facts.” The result 
is what law professors Johannes Buchheim and 
Gilad Abiri have called “the epistemic divide.”18

Buchheim and Abiri describe how “substantial 
parts of populations in liberal democracies live in 
epistemically diff erent worlds from mainstream 
society…[and] believe in alternative realities on a 
broad range of factual issues.”18

Dr Pierre has argued that “informational diver-
sity has…taken us further away from objective 
truth and made us more likely to disagree with 
each other.”19 Indeed, some political operatives 
have even defended the use of “alternative facts.”20

In such a hothouse climate of skepticism, 
disbelief, and disagreement, conspiracy theories 
arise and thrive. Thus, it should not surprise us 
that FFCTs have proliferated and fl ourished in 
this country. 

Social Media, Online Misinformation
Mark Twain is said to have quipped, “A lie can 
travel around the world and back again while the 
truth is lacing up its boots.” In the age of instant 
online communication, a lie can achieve these 
distances in seconds. The potential for internet 
technology to foster the spread of FFCTs and 
other conspiracy theories is all too obvious. 

As Dr Pierre has observed21:

…in terms of the spread of 
misinformation, the role of the 
internet is hard to ignore, particularly 
when considering the vast amount 
of information and misinformation 
out there…When you don’t trust the 
authoritative account of things or 
when you don’t trust in traditional 
institutions of knowledge, this can 
result in an “epistemic vacuum” or 
“informational void” that one then 
tries to fi ll. In this day and age, people 
tend to do that through…online 

WHAT AMERICANS BELIEVE22

ABOUT HALF
 of the US population believes in at 

least 1 conspiracy theory.4

NEARLY 1 IN 5 
Americans believe mass shootings have 
been faked by groups trying to promote 

stricter gun-control laws.5

42% 
believe that ghosts really exist

29% 
believe in astrology

21%
believe the government is 

hiding space aliens

14% 
believe in Bigfoot
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“research” as opposed to in-person 
conversation. 

The “Evil Twin” Archetype
Conventional political, psychological, and 
sociological explanations for FFCTs are helpful 
but take us only so far. Society’s penchant for 
inventing what I would call “mistaken identity” 
motifs seems to be a very ancient part of human 
psychology—what Jungian psychologists refer to 
as an archetype. Broadly speaking, we are dealing 
with what I call “othering.” With respect to the 
commission of evil acts and false flags, this arche-
type can be summed up in the statements, “That 
wasn’t me! It was another—someone who looks 
just like me and is trying to make me look guilty!” 

In the realm of mythology, there are many 
examples of the “evil twin” motif. Thus, in Egyp-
tian mythology, we find the twin gods, Osiris and 
Set—the former good, the latter evil. Set hated 
Osiris and eventually killed him. Similarly, in the 
mythology of ancient Persia, we find the twin gods 
Ahura Mazda and Ahriman—representing, respec-
tively, the spirit of good and the spirit of evil. 

Although I am not aware of any research to 
confirm this, I would hypothesize that some 
FFCTs are fundamentally related to this basic 
human propensity; namely, to invent “evil others” 
who impersonate—and thereby incriminate—their 
“good” counterparts. Although this is typically a 
conscious process with some obvious self-serv-
ing purpose, I suspect that, on an unconscious 
level, these “evil twins” represent disowned and 
projected parts of our own psyches. Using this 
formulation, it is not hard to imagine one group 
of political extremists claiming, for example, “Oh, 
no, that wasn’t our group that did that evil deed! 
It was our ideological opposites, disguised to look 
like us!” This psychodynamic hypothesis in no 
way negates the political and sociocultural expla-
nations of FFCTs that I have discussed. 

Stemming the Flow of FFCTs
There are reasons to suppose that counteracting 
FFCTs in this country will be an uphill climb. 
Consider the fact that 42% of Americans believe 
ghosts really exist; 29% believe in astrology; 21% 
believe the government is hiding space aliens; 
and 14% of Americans believe in Bigfoot.22

I would suggest that suboptimal science edu-
cation in the United States bears at least some of 
the blame for these beliefs, and arguably for cer-
tain kinds of science-related conspiracy theories, 
such as the bizarre claims surrounding vaccines 
against COVID-19.23,24 It is telling, for example, 
that fewer than one-third of California students 
met or exceeded standards on a new science test 
developed by the California Department of Edu-
cation.25 Improving science education, emphasiz-
ing the philosophy of science, and teaching young 
adults how to think critically about pseudoscien-
tific claims might reduce the likelihood of some 
conspiracy theories but would probably 

have a small effect. 
It is tempting to argue that the tsunami of 

online misinformation and conspiracy theories 
requires tighter regulation of online content—
and in particular of social media. This is a con-
troversy playing out dramatically in the wake 
of Elon Musk’s acquisition of Twitter.26 My own 
view is that monitoring social media for mis-
leading information, although necessary, is very 
unlikely to stem the tide of conspiracy theories, 
which typically tend to move to “darker” areas 
of the internet. 

I therefore return to the communal aspect of 
conspiracy theories, as Dr Pierre and I have dis-
cussed.6 Indeed, Sander van der Linden, PhD, 
a professor of social psychology, has pointed to 
“the social support that communities around 
conspiracy theories can provide.”24 If we are to 
stem the flow of conspiracy theories, I suspect 
we will need a much better understanding of 
these subcultural support communities—how 
they function, how they attract followers, and 
how we might offer constructive alternatives to 
these communities. 

For the time being, one obvious defense against 
conspiracy theories is the simple propagation of 
accurate information, making use of the same 
internet-based systems and social media that 
have helped fuel our country’s conspiratorial 
fires. Finally, as Dr Pierre has suggested to me, 
countering FFCTs may be “more about how to get 
people to stop lying rather than to combat mis-
information per se…” (personal communication, 
November 27, 2022). Holding CTs accountable 
for the lies they spread—for example, by bring-
ing lawsuits against them—may prove at least as 
important as getting the facts out to the public.27
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ADVERSE REACTIONS
Most common adverse reactions (≥5% and twice the rate of placebo): dizziness 
(16%), headache (8%), diarrhea (7%), somnolence (7%), dry mouth (6%), sexual 
dysfunction (6%), and hyperhidrosis (5%).
Please see Brief Summary of Prescribing Information on the following pages, 
including Boxed Warning for suicidal thoughts and behaviors.
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AUVELITY™ (dextromethorphan Hbr-bupropion HCl) extended-release tablets, for oral use
Brief Summary of Prescribing Information 
BEFORE PRESCRIBING AUVELITY, PLEASE SEE FULL PRESCRIBING INFORMATION, INCLUDING 
BOXED WARNING.

WARNING: SUICIDAL THOUGHTS AND BEHAVIORS 
See full prescribing information for complete boxed warning. 
•  Antidepressants increased risk of suicidal thoughts and behavior in pediatric and 

young adult patients in short-term studies. 
•  Closely monitor all antidepressant-treated patients for clinical worsening,  

and emergence of suicidal thoughts and behaviors. 
•  AUVELITY is not approved for use in pediatric patients.

INDICATIONS AND USAGE 
AUVELITY is indicated for the treatment of major depressive disorder (MDD) in adults. 

CONTRAINDICATIONS 
AUVELITY is contraindicated in patients:
 •  with a seizure disorder 
 •  with a current or prior diagnosis of bulimia or anorexia nervosa as a higher incidence  

of seizures was observed in such patients treated with the immediate release formulation 
of bupropion 

 •  undergoing abrupt discontinuation of alcohol, benzodiazepines, barbiturates,  
and antiepileptic drugs  

 •  taking, or within 14 days of stopping, MAOIs due to the risk of serious and possibly  
fatal drug interactions, including hypertensive crisis and serotonin syndrome.  
Starting AUVELITY in a patient treated with reversible MAOIs such as linezolid or 
intravenous methylene blue is contraindicated. 

 •  with known hypersensitivity to bupropion, dextromethorphan, or other components  
of AUVELITY. Anaphylactoid / anaphylactic reactions and Stevens-Johnson syndrome 
have been reported with bupropion. Arthralgia, myalgia, fever with rash, and other 
serum sickness-like symptoms suggestive of delayed hypersensitivity have also been 
reported with bupropion.

WARNINGS AND PRECAUTIONS
Suicidal Thoughts and Behaviors in Adolescents and Young Adults
In pooled analyses of placebo-controlled trials of antidepressant drugs (SSRIs and other 
antidepressant classes) that included approximately 77,000 adult patients and 4,500 
pediatric patients, the incidence of suicidal thoughts and behaviors in antidepressant-treated 
patients age 24 years and younger was greater than in placebo-treated patients. There was 
considerable variation in risk of suicidal thoughts and behaviors among drugs, but there was 
an increased risk identified in young patients for most drugs studied. There were differences 
in absolute risk of suicidal thoughts and behaviors across the different indications, with the 
highest incidence in patients with MDD. The drug-placebo differences in the number of cases 
of suicidal thoughts and behaviors per 1000 patients treated are provided in Table 1. 
Table 1: Risk Differences of the Number of Patients of Suicidal Thoughts and Behavior in the 
Pooled Placebo-Controlled Trials of Antidepressants in Pediatric* and Adult Patients 

Age Range Drug-Placebo Difference in Number of Patients of Suicidal Thoughts 
or Behaviors per 1000 Patients Treated
Increases Compared to Placebo

<18 years old 14 additional patients
18-24 years old 5 additional patients

Decreases Compared to Placebo
25-64 years old 1 fewer patient
≥65 years old 6 fewer patients

*AUVELITY is not approved for use in pediatric patients.
It is unknown whether the risk of suicidal thoughts and behaviors in children, adolescents,  
and young adults extends to longer-term use, i.e., beyond four months. However, there is 
substantial evidence from placebo-controlled maintenance studies in adults with MDD that 
antidepressants delay the recurrence of depression and that depression itself is a risk factor 
for suicidal thoughts and behaviors.
Monitor all antidepressant-treated patients for any indication for clinical worsening and 
emergence of suicidal thoughts and behaviors, especially during the initial few months of 
drug therapy, and at times of dosage changes. Counsel family members or caregivers of 
patients to monitor for changes in behavior and to alert the healthcare provider. Consider 
changing the therapeutic regimen, including possibly discontinuing AUVELITY, in patients 
whose depression is persistently worse, or who are experiencing emergent suicidal thoughts 
or behaviors.
Seizure
Bupropion, a component of AUVELITY, can cause seizure. The risk of seizure with bupropion is 
dose-related.
When a bupropion hydrochloride (HCl) sustained-release tablet was dosed up to 300 mg per 
day (approximately 1.5 times the maximum recommended daily dosage of AUVELITY), the 
incidence of seizure was approximately 0.1% (1/1,000) and increased to approximately 0.4% 
(4/1,000) at the maximum recommended dosage for the sustained-release tablet of 400 mg 
per day (approximately 2 times the maximum recommended daily dosage of AUVELITY).  
The risk of seizures is also related to patient factors, clinical situations, and concomitant 
medications that lower the seizure threshold. Consider these risks before initiating treatment 

with AUVELITY. AUVELITY is contraindicated in patients with a seizure disorder, current or prior 
diagnosis of anorexia nervosa or bulimia, or undergoing abrupt discontinuation of alcohol,  
benzodiazepines, barbiturates, and antiepileptic drugs. The following conditions can also 
increase the risk of seizure: severe head injury; arteriovenous malformation; CNS tumor or CNS 
infection; severe stroke; concomitant use of other medications that lower the seizure threshold 
(e.g., other bupropion products, antipsychotics, tricyclic antidepressants, theophylline, and 
systemic corticosteroids); metabolic disorders (e.g., hypoglycemia, hyponatremia, severe 
hepatic impairment, and hypoxia); use of illicit drugs (e.g., cocaine); or abuse or misuse of 
prescription drugs such as CNS stimulants. Additional predisposing conditions include diabetes 
mellitus treated with oral hypoglycemic drugs or insulin; use of anorectic drugs; and excessive 
use of alcohol, benzodiazepines, sedative/hypnotics, or opiates. 
Because the risk of seizure with bupropion is dose-related, screen patients for use of other 
bupropion-containing products prior to initiating AUVELITY. If concomitant use of AUVELITY 
with other bupropion-containing products is clinically warranted, inform patients of the risk. 
Discontinue AUVELITY and do not restart treatment if the patient experiences a seizure.
Increased Blood Pressure and Hypertension 
AUVELITY contains bupropion, which can cause elevated blood pressure and hypertension. 
The risk of hypertension is increased if AUVELITY is used concomitantly with MAOIs or other 
drugs that increase dopaminergic or noradrenergic activity. Assess blood pressure prior to 
initiating treatment, and periodically monitor blood pressure during treatment with AUVELITY. 
Activation of Mania/Hypomania
Antidepressant treatment can precipitate a manic, mixed, or hypomanic episode. The risk 
appears to be increased in patients with bipolar disorder or who have risk factors for bipolar 
disorder. Prior to initiating AUVELITY, screen patients for a history of bipolar disorder and the 
presence of risk factors for bipolar disorder (e.g., family history of bipolar disorder, suicide,  
or depression). AUVELITY is not approved for use in treating bipolar depression.
Psychosis and Other Neuropsychiatric Reactions 
AUVELITY contains bupropion and dextromethorphan. Depressed patients treated with 
bupropion have had a variety of neuropsychiatric signs and symptoms, including delusions, 
hallucinations, psychosis, concentration disturbance, paranoia, and confusion. Some of these 
patients had a diagnosis of bipolar disorder. In some cases, these symptoms abated upon 
dose reduction and/or withdrawal of treatment. Dextromethorphan overdose can cause toxic 
psychosis, stupor, coma, and hyperexcitability. 
Because the risks of neuropsychiatric reactions are dose-related, screen patients for use  
of other bupropion- or dextromethorphan-containing products prior to initiating AUVELITY.  
If concomitant use of AUVELITY with other bupropion- or dextromethorphan-containing 
products is clinically warranted, monitor patients for neuropsychiatric reactions and instruct 
patients to contact a healthcare provider if such reactions occur.
Angle-Closure Glaucoma
The pupillary dilation that occurs following use of many antidepressant drugs including 
bupropion, a component of AUVELITY, may trigger an angle-closure attack in a patient with 
anatomically narrow angles who does not have a patent iridectomy. Avoid use of 
antidepressants, including AUVELITY, in patients with untreated anatomically narrow angles.
Dizziness
AUVELITY may cause dizziness. In controlled studies of AUVELITY, 14% of patients receiving 
AUVELITY and 6% of patients on placebo experienced dizziness. Take precautions to reduce the 
risk of falls, particularly for patients with motor impairment affecting gait or those with a history 
of falls. Caution patients about operating hazardous machinery, including motor vehicles, until 
they are reasonably certain that AUVELITY therapy does not affect them adversely. 
Serotonin Syndrome
AUVELITY contains dextromethorphan. Concomitant use of AUVELITY with SSRIs or tricyclic 
antidepressants may cause serotonin syndrome, a potentially life-threatening condition with 
changes including altered mental status, hypertension, restlessness, myoclonus, 
hyperthermia, hyperreflexia, diaphoresis, shivering, and tremor.
Prior to initiating AUVELITY, screen patients for use of other dextromethorphan-containing 
products. If concomitant use of AUVELITY with other serotonergic drugs is clinically 
warranted, inform patients of the increased risk for serotonin syndrome and monitor for 
symptoms. Discontinue AUVELITY and/or concomitant serotonergic drug(s) immediately if the 
above symptoms occur and initiate supportive symptomatic treatment. 
Embryo-fetal Toxicity
Based on animal studies, AUVELITY may cause fetal harm when administered during 
pregnancy. In developmental toxicity studies in rats and rabbits, when a combination of 
dextromethorphan/quinidine was given to pregnant animals, fetal malformations (rabbits) 
and embryolethality were demonstrated in offspring. Neurotoxicity findings were observed in 
juvenile rats treated with a combination of dextromethorphan/quinidine on postnatal day 
(PND) 7, which corresponds to the third trimester of gestation through the first few months of 
life and may extend through the first three years of life in humans. The separate effect of 
dextromethorphan on developmental toxicity at the recommended clinical dose is unclear. 
Discontinue treatment in pregnant females and advise the patient about the potential risk to  
a fetus. Use alternative treatment for females who are planning to become pregnant.

ADVERSE REACTIONS
Clinical Trials Experience
AUVELITY was evaluated for safety in a total of 1114 patients with MDD or another indication from 
four studies (two 6-week studies in MDD, one 6-week study in another indication, and one 
long-term study in MDD and another indication). One 6-week study in MDD employed placebo as 
a control arm. Two 6-week studies, one in MDD and one in another indication, employed 
bupropion as a control arm. In the patients treated with AUVELITY in the long-term study (n=876), 
597 received at least 6 months of treatment, and 110 received at least 12 months of treatment. The 
data below are based on the 6-week, placebo-controlled study in which either AUVELITY (n=162) 
or placebo (n=164) was administered twice daily to patients with MDD (Study 1).

Adverse Reactions Leading to Discontinuation 
In the 6-week placebo-controlled study, 4% of patients treated with AUVELITY and 0% of 
placebo-treated patients discontinued participation due to adverse reactions. The adverse 
reaction that led to study discontinuation in ≥1% of patients treated with AUVELITY was anxiety (2%).
Most Common Adverse Reactions
In the 6-week placebo-controlled clinical study, the most common (incidence ≥5% for 
AUVELITY and more than twice as frequently as placebo) adverse reactions were dizziness 
(16%), headache (8%), diarrhea (7%), somnolence (7%), dry mouth (6%), sexual dysfunction 
(6%), and hyperhidrosis (5%).
Table 2: Adverse Reactions Occurring in ≥ 2% of Adult Patients with MDD Treated  
with AUVELITY and More Frequently than in Patients Treated with Placebo in a 6-Week 
Placebo-Controlled Study (Study 1)

Adverse Reaction AUVELITY (N=162) 
%

Placebo (N=164) 
%

Dizziness 16 6
Nausea 13 9
Headache 8 4
Diarrhea 7 3
Somnolence 7 3
Dry mouth 6 2
Sexual dysfunctiona 6 0
Hyperhidrosis 5 0
Anxiety 4 1
Constipation 4 2
Decreased appetite 4 1
Insomnia 4 2
Arthralgia 3 0
Fatigueb 3 2
Paraesthesiac 3 0
Vision blurred 3 0

a Sexual dysfunction includes orgasm abnormal, erectile dysfunction, libido decreased, 
anorgasmia

b Fatigue includes fatigue, lethargy
c Paraesthesia includes paraesthesia, hypoaesthesia

DRUG INTERACTIONS
Table 3: Clinically Important Drug Interactions with AUVELITY 

Monoamine Oxidase Inhibitors (MAOIs)
Clinical Impact The concomitant use of AUVELITY with MAOIs increases the risk of 

hypertensive crisis and serotonin syndrome.
Intervention AUVELITY is contraindicated in patients taking MAOIs (including MAOIs 

such as linezolid or intravenous methylene blue) or in patients who have 
taken MAOIs within the preceding 14 days. Allow at least 14 days after 
stopping AUVELITY before starting an MAOI.

Serotonergic Drugs
Clinical Impact Concomitant use of AUVELITY with other serotonergic drugs increases 

the risk of serotonin syndrome.
Intervention Monitor for symptoms of serotonin syndrome when AUVELITY is used 

concomitantly with other drugs that may affect the serotonergic 
neurotransmitter systems. If serotonin syndrome occurs, consider 
discontinuation of AUVELITY and/or concomitant serotonergic drugs.

Drugs that Lower Seizure Threshold
Clinical Impact AUVELITY contains bupropion which can cause seizure. Co-administration 

with other drugs that lower seizure threshold may increase risk of seizure.
Intervention Use caution when administering AUVELITY concomitantly with drugs that 

lower the seizure threshold. Discontinue AUVELITY and do not restart 
treatment if the patient experiences a seizure.

Strong Inhibitors of CYP2D6
Clinical Impact Concomitant use of AUVELITY with strong CYP2D6 inhibitors increases 

plasma concentrations of dextromethorphan.
Intervention Dosage adjustment is necessary when AUVELITY is coadministered with 

strong inhibitors of CYP2D6. Monitor patients for adverse reactions potentially 
attributable to dextromethorphan, such as somnolence and dizziness.

Strong Inducers of CYP2B6
Clinical Impact Concomitant use of AUVELITY with strong CYP2B6 inducers decreases 

plasma concentrations of dextromethorphan and bupropion and may 
decrease efficacy of AUVELITY.

Intervention Avoid co-administration of AUVELITY with strong inducers of CYP2B6. 
Consider alternatives to strong CYP2B6 inducers if needed.

Drugs Metabolized by CYP2D6
Clinical Impact CYP2D6 Substrates

Coadministration of AUVELITY with drugs that are metabolized by CYP2D6 
can increase the exposures of drugs that are substrates of CYP2D6.  
Drugs that Require Metabolic Activation by CYP2D6
Drugs that require metabolic activation by CYP2D6 to be effective could 
have reduced efficacy when administered concomitantly with AUVELITY.

Intervention CYP2D6 Substrates
When used concomitantly with AUVELITY, it may be necessary to 
decrease the dose of CYP2D6 substrates, particularly for drugs with  
a narrow therapeutic index.
Drugs that Require Metabolic Activation by CYP2D6
Patients treated concomitantly with AUVELITY may require increased 
doses of drugs that require activation by CYP2D6 to be effective.

Digoxin
Clinical Impact Coadministration of AUVELITY with digoxin may decrease plasma 

digoxin levels.
Intervention Monitor plasma digoxin levels in patients treated concomitantly with 

AUVELITY and digoxin.
Dopaminergic Drugs
Clinical Impact CNS toxicity was reported when bupropion was co-administered with 

levodopa or amantadine. Adverse reactions have included restlessness, 
agitation, tremor, ataxia, gait disturbance, vertigo, and dizziness.

Intervention Use caution when administering AUVELITY concomitantly with 
dopaminergic drugs.

Alcohol
Clinical Impact AUVELITY contains bupropion which can increase adverse 

neuropsychiatric events or reduce alcohol tolerance.
Intervention The consumption of alcohol should be minimized or avoided during 

treatment with AUVELITY.

USE IN SPECIFIC POPULATIONS
Pregnancy
Pregnancy Exposure Registry
There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed 
to antidepressants, including AUVELITY, during pregnancy. Healthcare providers are 
encouraged to register patients by contacting the National Pregnancy Registry for 
Antidepressants at 1-866-961-2388 or online at: https://womensmentalhealth.org/research/ 
pregnancyregistry/antidepressants/
Risk Summary
Based on animal studies, AUVELITY may cause fetal harm when administered during 
pregnancy. AUVELITY is not recommended during pregnancy. If a female becomes pregnant 
while being treated with AUVELITY, discontinue treatment and counsel the patient about the 
potential risk to a fetus.
Clinical Considerations
Disease-Associated Maternal and/or Embryo/Fetal Risk 
Women who discontinued antidepressants during pregnancy were more likely to experience  
a relapse of major depression than women who continued antidepressants. Consider the risks 
to the mother of untreated depression and potential effects on the fetus when discontinuing 
or changing treatment with antidepressant medications during pregnancy and postpartum.
Lactation
Risk Summary
Because of the potential for neurotoxicity, advise patients that breast-feeding is not 
recommended during treatment with AUVELITY and for 5 days following final dose.
Renal Impairment 
Dosage adjustment of AUVELITY is recommended in patients with moderate renal impairment 
(eGFR 30 to 59 mL/minute/1.73 m2). The pharmacokinetics of AUVELITY have not been 
evaluated in patients with severe renal impairment. AUVELITY is not recommended in patients 
with severe renal impairment (eGFR 15 to 29 mL/minute/1.73 m2).
Hepatic Impairment
No dose adjustment of AUVELITY is recommended in patients with mild (Child-Pugh A) or 
moderate hepatic impairment (Child-Pugh B). The pharmacokinetics of AUVELITY have not 
been evaluated in patients with severe hepatic impairment (Child-Pugh C). AUVELITY is not 
recommended in patients with severe hepatic impairment. 
CYP2D6 Poor Metabolizers
Dosage adjustment is recommended in patients known to be poor CYP2D6 metabolizers 
because these patients have higher dextromethorphan concentrations than extensive/
intermediate CYP2D6 metabolizers. 
AUV HCP BS 08/2022
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AUVELITY™ (dextromethorphan Hbr-bupropion HCl) extended-release tablets, for oral use
Brief Summary of Prescribing Information 
BEFORE PRESCRIBING AUVELITY, PLEASE SEE FULL PRESCRIBING INFORMATION, INCLUDING 
BOXED WARNING.

WARNING: SUICIDAL THOUGHTS AND BEHAVIORS 
See full prescribing information for complete boxed warning. 
•  Antidepressants increased risk of suicidal thoughts and behavior in pediatric and 

young adult patients in short-term studies. 
•  Closely monitor all antidepressant-treated patients for clinical worsening,  

and emergence of suicidal thoughts and behaviors. 
•  AUVELITY is not approved for use in pediatric patients.

INDICATIONS AND USAGE 
AUVELITY is indicated for the treatment of major depressive disorder (MDD) in adults. 

CONTRAINDICATIONS 
AUVELITY is contraindicated in patients:
 •  with a seizure disorder 
 •  with a current or prior diagnosis of bulimia or anorexia nervosa as a higher incidence  

of seizures was observed in such patients treated with the immediate release formulation 
of bupropion 

 •  undergoing abrupt discontinuation of alcohol, benzodiazepines, barbiturates,  
and antiepileptic drugs  

 •  taking, or within 14 days of stopping, MAOIs due to the risk of serious and possibly  
fatal drug interactions, including hypertensive crisis and serotonin syndrome.  
Starting AUVELITY in a patient treated with reversible MAOIs such as linezolid or 
intravenous methylene blue is contraindicated. 

 •  with known hypersensitivity to bupropion, dextromethorphan, or other components  
of AUVELITY. Anaphylactoid / anaphylactic reactions and Stevens-Johnson syndrome 
have been reported with bupropion. Arthralgia, myalgia, fever with rash, and other 
serum sickness-like symptoms suggestive of delayed hypersensitivity have also been 
reported with bupropion.

WARNINGS AND PRECAUTIONS
Suicidal Thoughts and Behaviors in Adolescents and Young Adults
In pooled analyses of placebo-controlled trials of antidepressant drugs (SSRIs and other 
antidepressant classes) that included approximately 77,000 adult patients and 4,500 
pediatric patients, the incidence of suicidal thoughts and behaviors in antidepressant-treated 
patients age 24 years and younger was greater than in placebo-treated patients. There was 
considerable variation in risk of suicidal thoughts and behaviors among drugs, but there was 
an increased risk identified in young patients for most drugs studied. There were differences 
in absolute risk of suicidal thoughts and behaviors across the different indications, with the 
highest incidence in patients with MDD. The drug-placebo differences in the number of cases 
of suicidal thoughts and behaviors per 1000 patients treated are provided in Table 1. 
Table 1: Risk Differences of the Number of Patients of Suicidal Thoughts and Behavior in the 
Pooled Placebo-Controlled Trials of Antidepressants in Pediatric* and Adult Patients 

Age Range Drug-Placebo Difference in Number of Patients of Suicidal Thoughts 
or Behaviors per 1000 Patients Treated
Increases Compared to Placebo

<18 years old 14 additional patients
18-24 years old 5 additional patients

Decreases Compared to Placebo
25-64 years old 1 fewer patient
≥65 years old 6 fewer patients

*AUVELITY is not approved for use in pediatric patients.
It is unknown whether the risk of suicidal thoughts and behaviors in children, adolescents,  
and young adults extends to longer-term use, i.e., beyond four months. However, there is 
substantial evidence from placebo-controlled maintenance studies in adults with MDD that 
antidepressants delay the recurrence of depression and that depression itself is a risk factor 
for suicidal thoughts and behaviors.
Monitor all antidepressant-treated patients for any indication for clinical worsening and 
emergence of suicidal thoughts and behaviors, especially during the initial few months of 
drug therapy, and at times of dosage changes. Counsel family members or caregivers of 
patients to monitor for changes in behavior and to alert the healthcare provider. Consider 
changing the therapeutic regimen, including possibly discontinuing AUVELITY, in patients 
whose depression is persistently worse, or who are experiencing emergent suicidal thoughts 
or behaviors.
Seizure
Bupropion, a component of AUVELITY, can cause seizure. The risk of seizure with bupropion is 
dose-related.
When a bupropion hydrochloride (HCl) sustained-release tablet was dosed up to 300 mg per 
day (approximately 1.5 times the maximum recommended daily dosage of AUVELITY), the 
incidence of seizure was approximately 0.1% (1/1,000) and increased to approximately 0.4% 
(4/1,000) at the maximum recommended dosage for the sustained-release tablet of 400 mg 
per day (approximately 2 times the maximum recommended daily dosage of AUVELITY).  
The risk of seizures is also related to patient factors, clinical situations, and concomitant 
medications that lower the seizure threshold. Consider these risks before initiating treatment 

with AUVELITY. AUVELITY is contraindicated in patients with a seizure disorder, current or prior 
diagnosis of anorexia nervosa or bulimia, or undergoing abrupt discontinuation of alcohol,  
benzodiazepines, barbiturates, and antiepileptic drugs. The following conditions can also 
increase the risk of seizure: severe head injury; arteriovenous malformation; CNS tumor or CNS 
infection; severe stroke; concomitant use of other medications that lower the seizure threshold 
(e.g., other bupropion products, antipsychotics, tricyclic antidepressants, theophylline, and 
systemic corticosteroids); metabolic disorders (e.g., hypoglycemia, hyponatremia, severe 
hepatic impairment, and hypoxia); use of illicit drugs (e.g., cocaine); or abuse or misuse of 
prescription drugs such as CNS stimulants. Additional predisposing conditions include diabetes 
mellitus treated with oral hypoglycemic drugs or insulin; use of anorectic drugs; and excessive 
use of alcohol, benzodiazepines, sedative/hypnotics, or opiates. 
Because the risk of seizure with bupropion is dose-related, screen patients for use of other 
bupropion-containing products prior to initiating AUVELITY. If concomitant use of AUVELITY 
with other bupropion-containing products is clinically warranted, inform patients of the risk. 
Discontinue AUVELITY and do not restart treatment if the patient experiences a seizure.
Increased Blood Pressure and Hypertension 
AUVELITY contains bupropion, which can cause elevated blood pressure and hypertension. 
The risk of hypertension is increased if AUVELITY is used concomitantly with MAOIs or other 
drugs that increase dopaminergic or noradrenergic activity. Assess blood pressure prior to 
initiating treatment, and periodically monitor blood pressure during treatment with AUVELITY. 
Activation of Mania/Hypomania
Antidepressant treatment can precipitate a manic, mixed, or hypomanic episode. The risk 
appears to be increased in patients with bipolar disorder or who have risk factors for bipolar 
disorder. Prior to initiating AUVELITY, screen patients for a history of bipolar disorder and the 
presence of risk factors for bipolar disorder (e.g., family history of bipolar disorder, suicide,  
or depression). AUVELITY is not approved for use in treating bipolar depression.
Psychosis and Other Neuropsychiatric Reactions 
AUVELITY contains bupropion and dextromethorphan. Depressed patients treated with 
bupropion have had a variety of neuropsychiatric signs and symptoms, including delusions, 
hallucinations, psychosis, concentration disturbance, paranoia, and confusion. Some of these 
patients had a diagnosis of bipolar disorder. In some cases, these symptoms abated upon 
dose reduction and/or withdrawal of treatment. Dextromethorphan overdose can cause toxic 
psychosis, stupor, coma, and hyperexcitability. 
Because the risks of neuropsychiatric reactions are dose-related, screen patients for use  
of other bupropion- or dextromethorphan-containing products prior to initiating AUVELITY.  
If concomitant use of AUVELITY with other bupropion- or dextromethorphan-containing 
products is clinically warranted, monitor patients for neuropsychiatric reactions and instruct 
patients to contact a healthcare provider if such reactions occur.
Angle-Closure Glaucoma
The pupillary dilation that occurs following use of many antidepressant drugs including 
bupropion, a component of AUVELITY, may trigger an angle-closure attack in a patient with 
anatomically narrow angles who does not have a patent iridectomy. Avoid use of 
antidepressants, including AUVELITY, in patients with untreated anatomically narrow angles.
Dizziness
AUVELITY may cause dizziness. In controlled studies of AUVELITY, 14% of patients receiving 
AUVELITY and 6% of patients on placebo experienced dizziness. Take precautions to reduce the 
risk of falls, particularly for patients with motor impairment affecting gait or those with a history 
of falls. Caution patients about operating hazardous machinery, including motor vehicles, until 
they are reasonably certain that AUVELITY therapy does not affect them adversely. 
Serotonin Syndrome
AUVELITY contains dextromethorphan. Concomitant use of AUVELITY with SSRIs or tricyclic 
antidepressants may cause serotonin syndrome, a potentially life-threatening condition with 
changes including altered mental status, hypertension, restlessness, myoclonus, 
hyperthermia, hyperreflexia, diaphoresis, shivering, and tremor.
Prior to initiating AUVELITY, screen patients for use of other dextromethorphan-containing 
products. If concomitant use of AUVELITY with other serotonergic drugs is clinically 
warranted, inform patients of the increased risk for serotonin syndrome and monitor for 
symptoms. Discontinue AUVELITY and/or concomitant serotonergic drug(s) immediately if the 
above symptoms occur and initiate supportive symptomatic treatment. 
Embryo-fetal Toxicity
Based on animal studies, AUVELITY may cause fetal harm when administered during 
pregnancy. In developmental toxicity studies in rats and rabbits, when a combination of 
dextromethorphan/quinidine was given to pregnant animals, fetal malformations (rabbits) 
and embryolethality were demonstrated in offspring. Neurotoxicity findings were observed in 
juvenile rats treated with a combination of dextromethorphan/quinidine on postnatal day 
(PND) 7, which corresponds to the third trimester of gestation through the first few months of 
life and may extend through the first three years of life in humans. The separate effect of 
dextromethorphan on developmental toxicity at the recommended clinical dose is unclear. 
Discontinue treatment in pregnant females and advise the patient about the potential risk to  
a fetus. Use alternative treatment for females who are planning to become pregnant.

ADVERSE REACTIONS
Clinical Trials Experience
AUVELITY was evaluated for safety in a total of 1114 patients with MDD or another indication from 
four studies (two 6-week studies in MDD, one 6-week study in another indication, and one 
long-term study in MDD and another indication). One 6-week study in MDD employed placebo as 
a control arm. Two 6-week studies, one in MDD and one in another indication, employed 
bupropion as a control arm. In the patients treated with AUVELITY in the long-term study (n=876), 
597 received at least 6 months of treatment, and 110 received at least 12 months of treatment. The 
data below are based on the 6-week, placebo-controlled study in which either AUVELITY (n=162) 
or placebo (n=164) was administered twice daily to patients with MDD (Study 1).

Adverse Reactions Leading to Discontinuation 
In the 6-week placebo-controlled study, 4% of patients treated with AUVELITY and 0% of 
placebo-treated patients discontinued participation due to adverse reactions. The adverse 
reaction that led to study discontinuation in ≥1% of patients treated with AUVELITY was anxiety (2%).
Most Common Adverse Reactions
In the 6-week placebo-controlled clinical study, the most common (incidence ≥5% for 
AUVELITY and more than twice as frequently as placebo) adverse reactions were dizziness 
(16%), headache (8%), diarrhea (7%), somnolence (7%), dry mouth (6%), sexual dysfunction 
(6%), and hyperhidrosis (5%).
Table 2: Adverse Reactions Occurring in ≥ 2% of Adult Patients with MDD Treated  
with AUVELITY and More Frequently than in Patients Treated with Placebo in a 6-Week 
Placebo-Controlled Study (Study 1)

Adverse Reaction AUVELITY (N=162) 
%

Placebo (N=164) 
%

Dizziness 16 6
Nausea 13 9
Headache 8 4
Diarrhea 7 3
Somnolence 7 3
Dry mouth 6 2
Sexual dysfunctiona 6 0
Hyperhidrosis 5 0
Anxiety 4 1
Constipation 4 2
Decreased appetite 4 1
Insomnia 4 2
Arthralgia 3 0
Fatigueb 3 2
Paraesthesiac 3 0
Vision blurred 3 0

a Sexual dysfunction includes orgasm abnormal, erectile dysfunction, libido decreased, 
anorgasmia

b Fatigue includes fatigue, lethargy
c Paraesthesia includes paraesthesia, hypoaesthesia

DRUG INTERACTIONS
Table 3: Clinically Important Drug Interactions with AUVELITY 

Monoamine Oxidase Inhibitors (MAOIs)
Clinical Impact The concomitant use of AUVELITY with MAOIs increases the risk of 

hypertensive crisis and serotonin syndrome.
Intervention AUVELITY is contraindicated in patients taking MAOIs (including MAOIs 

such as linezolid or intravenous methylene blue) or in patients who have 
taken MAOIs within the preceding 14 days. Allow at least 14 days after 
stopping AUVELITY before starting an MAOI.

Serotonergic Drugs
Clinical Impact Concomitant use of AUVELITY with other serotonergic drugs increases 

the risk of serotonin syndrome.
Intervention Monitor for symptoms of serotonin syndrome when AUVELITY is used 

concomitantly with other drugs that may affect the serotonergic 
neurotransmitter systems. If serotonin syndrome occurs, consider 
discontinuation of AUVELITY and/or concomitant serotonergic drugs.

Drugs that Lower Seizure Threshold
Clinical Impact AUVELITY contains bupropion which can cause seizure. Co-administration 

with other drugs that lower seizure threshold may increase risk of seizure.
Intervention Use caution when administering AUVELITY concomitantly with drugs that 

lower the seizure threshold. Discontinue AUVELITY and do not restart 
treatment if the patient experiences a seizure.

Strong Inhibitors of CYP2D6
Clinical Impact Concomitant use of AUVELITY with strong CYP2D6 inhibitors increases 

plasma concentrations of dextromethorphan.
Intervention Dosage adjustment is necessary when AUVELITY is coadministered with 

strong inhibitors of CYP2D6. Monitor patients for adverse reactions potentially 
attributable to dextromethorphan, such as somnolence and dizziness.

Strong Inducers of CYP2B6
Clinical Impact Concomitant use of AUVELITY with strong CYP2B6 inducers decreases 

plasma concentrations of dextromethorphan and bupropion and may 
decrease efficacy of AUVELITY.

Intervention Avoid co-administration of AUVELITY with strong inducers of CYP2B6. 
Consider alternatives to strong CYP2B6 inducers if needed.

Drugs Metabolized by CYP2D6
Clinical Impact CYP2D6 Substrates

Coadministration of AUVELITY with drugs that are metabolized by CYP2D6 
can increase the exposures of drugs that are substrates of CYP2D6.  
Drugs that Require Metabolic Activation by CYP2D6
Drugs that require metabolic activation by CYP2D6 to be effective could 
have reduced efficacy when administered concomitantly with AUVELITY.

Intervention CYP2D6 Substrates
When used concomitantly with AUVELITY, it may be necessary to 
decrease the dose of CYP2D6 substrates, particularly for drugs with  
a narrow therapeutic index.
Drugs that Require Metabolic Activation by CYP2D6
Patients treated concomitantly with AUVELITY may require increased 
doses of drugs that require activation by CYP2D6 to be effective.

Digoxin
Clinical Impact Coadministration of AUVELITY with digoxin may decrease plasma 

digoxin levels.
Intervention Monitor plasma digoxin levels in patients treated concomitantly with 

AUVELITY and digoxin.
Dopaminergic Drugs
Clinical Impact CNS toxicity was reported when bupropion was co-administered with 

levodopa or amantadine. Adverse reactions have included restlessness, 
agitation, tremor, ataxia, gait disturbance, vertigo, and dizziness.

Intervention Use caution when administering AUVELITY concomitantly with 
dopaminergic drugs.

Alcohol
Clinical Impact AUVELITY contains bupropion which can increase adverse 

neuropsychiatric events or reduce alcohol tolerance.
Intervention The consumption of alcohol should be minimized or avoided during 

treatment with AUVELITY.

USE IN SPECIFIC POPULATIONS
Pregnancy
Pregnancy Exposure Registry
There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed 
to antidepressants, including AUVELITY, during pregnancy. Healthcare providers are 
encouraged to register patients by contacting the National Pregnancy Registry for 
Antidepressants at 1-866-961-2388 or online at: https://womensmentalhealth.org/research/ 
pregnancyregistry/antidepressants/
Risk Summary
Based on animal studies, AUVELITY may cause fetal harm when administered during 
pregnancy. AUVELITY is not recommended during pregnancy. If a female becomes pregnant 
while being treated with AUVELITY, discontinue treatment and counsel the patient about the 
potential risk to a fetus.
Clinical Considerations
Disease-Associated Maternal and/or Embryo/Fetal Risk 
Women who discontinued antidepressants during pregnancy were more likely to experience  
a relapse of major depression than women who continued antidepressants. Consider the risks 
to the mother of untreated depression and potential effects on the fetus when discontinuing 
or changing treatment with antidepressant medications during pregnancy and postpartum.
Lactation
Risk Summary
Because of the potential for neurotoxicity, advise patients that breast-feeding is not 
recommended during treatment with AUVELITY and for 5 days following final dose.
Renal Impairment 
Dosage adjustment of AUVELITY is recommended in patients with moderate renal impairment 
(eGFR 30 to 59 mL/minute/1.73 m2). The pharmacokinetics of AUVELITY have not been 
evaluated in patients with severe renal impairment. AUVELITY is not recommended in patients 
with severe renal impairment (eGFR 15 to 29 mL/minute/1.73 m2).
Hepatic Impairment
No dose adjustment of AUVELITY is recommended in patients with mild (Child-Pugh A) or 
moderate hepatic impairment (Child-Pugh B). The pharmacokinetics of AUVELITY have not 
been evaluated in patients with severe hepatic impairment (Child-Pugh C). AUVELITY is not 
recommended in patients with severe hepatic impairment. 
CYP2D6 Poor Metabolizers
Dosage adjustment is recommended in patients known to be poor CYP2D6 metabolizers 
because these patients have higher dextromethorphan concentrations than extensive/
intermediate CYP2D6 metabolizers. 
AUV HCP BS 08/2022

Distributed and marketed by: 
Axsome Therapeutics, Inc. New York, NY 10007
AUVELITY, AXSOME and its logos are trademarks or   
registered trademarks of Axsome Therapeutics, Inc.
©2022 Axsome Therapeutics, Inc. All rights reserved.



20
M

a
r

c
h

 2
0

2
3

SR

S
A

N
D

E
R

S
TO

C
K

@
S

TO
C

K
.A

D
O

B
E

.C
O

M

The Many Facets of Hope
“The sun coming down through tall trees in long waterfalls of light,  

the birds starting up their evening songs.”—Barbara Kingsolver1

It has become noticeable that the topic of hope, 
especially amid the current climate, is treated 
with appropriate reverence, but is often shelved 
in the service of time-sensitive discussions on the 
business of running a practice, such as ever-chang-
ing regulations, electronic medical record and 
technology upgrades, and coding and collection 
issues, all while trying to preserve one’s profes-
sional autonomy—a tall order, as you will see in 
this Special Report.

According to an online search, hope is character-
ized as something ethereal and elusive of con-
crete measurement, seen as a shortcoming when 
tangible proof is required.3 For Joyce Knestrick, 
PhD, an advanced practice nurse, hopefulness is 
essential to disease prevention and clinical care 
across a variety of settings. She explains that “April 
is one of my favorite months… hope of a brighter 
future as summer is right around the corner.”4 An 
interventional National Institutes of Health–affil-
iated study of patients in chronic renal failure, 

Jane B. Sofair, MD

As physicians, we think of hope as a quality so 
intrinsic to our work with patients that our opti-
mism is seamlessly built into each clinical encoun-
ter, perhaps with some degree of caution. For 
instance, when switching a medication, we might 
say to the patient, “Let’s see how you do on this,” 
rather than, “I have high expectation for this new 
medication to heal you.” 

From the onset of training throughout the 
course of practice, physicians are trained not to 
make guarantees, both for self-protection and for 
encouragement of a realistic bar on the patient’s 
part. Our calling, after all, is to do no harm, to art-
fully manage a certain degree of uncertainty. Allen 
Frances, MD, chair of the DSM-IV task force and 
chairman emeritus of the Duke University School 
of Medicine Department of Psychiatry and Behav-
ioral Sciences, says it best: “Clinicians must explain 
the problem and the treatment in a way that is jar-
gon-free, engages the patient (and) instills hope…”2
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results yet to be published, utilizes the 
Continuous Hope Scale as part of the 
research intervention.5

When I was a trainee, my residency 
group and I were instructed to encour-
age each psychotherapy patient to leave 
their session feeling understood yet 
engaged in the process of self-inquiry. 
Looking back now, I can recognize why 
there was something incomplete—my 
evolving belief that patients should 
certainly leave their visits feeling 
self-aware, but also lighter and more 
empowered, even if that meant a little 
reassurance from their doctor now 
and then.

Instilling hope often starts right 
outside the offi  ce building. I recall an 
advertised consulting space that was 
positively motivational. The building 
felt personal yet professional, as did 
the rest of the street. Maybe it was the 
mature trees quietly lining each side, 
the wide sidewalks setting off  stately 
houses at just the right angle, or the 
pouring in of late afternoon autumnal 
sunlight. I imagined that a patient 
would look forward to their weekly 
visit. They would be meeting in a work-
space that conveyed positive energy, 
perhaps less tangible than the outward 
physical characteristics but just as 
important. As each of our contributors 
shares their professional insights as 
well as challenges, they do so as prob-
lem solvers with a strong belief in the 
qualities of hope and hopefulness.

Dr Sofair is a psychiatrist at CarePoint Health 
in northern New Jersey. Dr Sofair has been a 
regular contributor to Psychiatric Times™ and 
is pleased to be part of this Special Report.
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Psychiatric Practice Insights
From collections to communications, the business side of psychiatry can be challenging. 
Psychiatric Times™ asked sister publication Medical Economics® to share tips for best practices 
in managing issues outside of direct patient care. 

Facilitating Collections 
From Patients Lisa A. Eramo, MA

For any practice, collecting fees is essential, but it 
can be uncomfortable and even diffi  cult. Experts 
suggest the following strategies to ease the burden.

Leverage the NSA
“With the NSA [No Surprises Act], it’s all about 
informing people of what their out-of-pocket [cost] 
will be and then facilitating that collection,” said 
Krisi Hutson, MBA, senior director of product 
development at Availity. “Patient education is no 
longer a ‘nice to have’—it’s a mandate.”

The NSA took eff ect starting in 2022, and 
covers patients with health insurance to pro-
tect them from unexpected charges, especially 
as a result of unknowingly using out of network 
services. It also protects all patients by requiring 
medical practices to provide patients with a good 
faith estimate of cost for the services they will 
receive, Hutson explained. To do this, offi  ces can 
use fee schedule–based estimator tools within 
their practice management system to provide 
service-specifi c benefi ts.

Hutson said independent clinicians may be 
unaware of one aspect of the NSA: If they are a 
convening provider (one who orchestrates care 
with other providers), they may be responsible for 
sharing good faith estimates for each of the provid-
ers involved in the patient’s care.

The good news is that educating patients can 
make it easier to collect the amount they owe, says 
Hutson. “The collection of patient responsibility is 
much less cumbersome when there is clarity and 
transparency,” she adds.

Timely Collections Are Better
Collect the fees for which patients are responsible 
as close to the time of service as possible.

“Preservice or at the point of service is best,” said 
Hutson. “The farther away from the care, the easier 
it is for patients to reprioritize their fi nances.” She 
added this may require new workfl ows such as ver-
ifying benefi ts and eligibility a few days prior to the 
service as well as on the date of service.

Training Sta�  Is Important 
Up-front collections (fees taken before service has 

been provided) may be a signifi cant departure 
from business as usual for patients. This is espe-
cially the case if a practice’s standard procedure 
has been to bill the insurance company fi rst and 
then balance bill the patient, explained Hutson.

“Having a well-trained, confi dent staff  is import-
ant,” she said. “Put the time into mock training 
scenarios. Walk them through handling objectives. 
Make sure they’re comfortable stating what the 
practice expects of patients.”

For example, when collecting the patient’s 
fi nancial responsibility at check-in, staff  should 
feel comfortable saying, “We need to collect 
$25. How would you like to pay—cash, check, 
or card?” rather than “Are you able to pay your 
co-payment today?”

It can also be helpful if staff  understand and 
can explain concepts such as deductible, co-pay-
ment, coinsurance, and out-of-pocket maximum to 
patients. 

Give Patients Written Financial Policy 
Let patients know that full or partial payment 
is due at the time of service. Provide the written 
fi nancial policy to patients at check-in and ask 
them to sign it. Front offi  ce staff  and physicians 
themselves should also be prepared to answer 
questions such as “Why has the policy changed?” 
or “What if I’m not prepared to pay today?”

Clinicians need to consider what to do if the 
patient is not willing to pay, Hutson said, includ-
ing whether they will still see the patient. “It will 
depend on the doctor’s philosophy,” she explained. 
One option is to simply say, “If you’re not comfort-
able paying today, we can reschedule your appoint-
ment to a time when you’ll have the fi nancial 
resources to pay.”

Collection Agencies May Not Be Best 
Option
Collection agencies are an option but should be 
a last resort, advised Hutson. “If you’re going to 
spend extra dollars, do it on preservice collection,” 
she emphasized. “With collections, you’re going to 
spend a minimum of 35% to 45% the minute you 
send it out the door. If you take that money that 

MORE AT PSYCHIATRICTIMES.COM
Finding the Why: The Ins and Outs 
of Forming a Multidisciplinary Group 
Practice  Jeremy Schreiber, MSN, PMHNP-BC
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Market Yourself by 
Leveraging Digital Platforms 
Lisa Grabl

Like it or not, social media is an important part of our lives, and may play a signifi cant 
role in your patients’ lives. Thus, having an appropriate presence on social media 
can help—or hurt—your career by attracting new patients, marketing special skills, 
advocating for the fi eld, and even creating or supporting another source of income. (A 
precautionary note: it may not be wise to friend patients and clinicians should always 
be careful about what their posting, especially on individual accounts.) 

LinkedIn Pages can be used to describe 
and promote your practice, and personal 
pages can detail your achievements, 
published articles, speaking engagements, 
and more. To get started, set up a page 
and add a headshot and basic information. 
You can also share videos, articles, and 
other information. This platform is also 
great for networking with colleagues. 
Need examples of what to do? Search for 
accounts by colleagues or contributors to 
Psychiatric TimesTM.

Facebook Facebook allows company 
pages, which is where you can share 
practice information. This platform is a 
great place to share photos of promotions, 
community service, or employee 
milestones. It also allows you to connect 
with patients and the greater community in 
a more casual environment. If you want to 
expand your patient base, look at Facebook 
promotion options. You can target your 
audience and spend as little or as much as 
you like to reach more individuals. 

Instagram and TikTok If sharing 
what you do through images and video 
makes sense, Instagram and TikTok or 
other photo and video sharing apps may 
be a good option. Instagram and TikTok are 
usually less formal platforms. Depending 
on your goals, you can share casual videos 
with helpful information or videos meant to 
entertain and make connections. If you are 
looking for ideas, you can fi nd psychiatric 
residency programs that participate on 
these platforms.

YouTube YouTube is great for longer-
form videos or as a repository for all your 
video content. For example, CompHealth 
shares physician spotlights discussing 
di� erent elements of locum tenens. 

Blogs As a clinician, you are an expert in 
your fi eld. You may have written research 
papers or submitted to medical journals, 
but have you looked for other ways to share 
your expertise or create a dialogue with 
colleagues? Blogs are a good place to share 
information on your practice, your latest 
service o� erings, or topics that are relevant 
to your patients. Sharing that expertise via 
blogs is another way to bring attention to 
you and your practice and establish your 
credibility. 

Contribute to Medical 
Publications If you do not have the time 
to maintain a blog or social media account, 
consider contributing to association and 
professional newsletters, local papers 
on relevant news, and publications like 
Psychiatric TimesTM. 

Ms Grabl is president of CompHealth, the 
nation’s largest provider of locum tenens 
physicians and founder of the traveling 
physician industry. 

Read more at 
https://bit.ly/3EZgyBc

Strategies for 
Building Patient 
Rapport
Amanda Hill, JD

Patients may not always be at their best when they arrive 
for an appointment; they may be dealing with their illness 
or with stress from traveling, etc. As a result, they may be 
harsh or abusive to offi  ce staff , question medical judg-
ment, or simply avoid telling the truth about treatment 
adherence and other activities. Here we focus on strate-
gies to help prevent and overcome those diffi  cult situa-
tions and behaviors. 

BUILD A TRUSTING RELATIONSHIP. Patients want to 
please their doctor, and they want to know you care about 
them. Keep notes on important aspects of patients’ lives 
and inquire about those aspects. How was their trip to 
Disney? How are the kids doing in sports? Asking per-
sonal questions and building rapport with the patient 
beyond addressing clinical issues creates a bond. It allows 
patients to feel safe in explaining personal concerns and 
creates an environment that encourages openness.

PRAISE THE POSITIVE, NOT THE NEGATIVE. Patients 
almost expect bad news from their doctor—they need to 
lose weight, stay on their medications, stop drinking as 
much, or exercise more. For that reason, it is benefi cial to 
showcase what the patient is doing well, especially if there 
are nonadherence issues. Recognition goes a long way 
toward an improved patient-physician alliance.

SET APPROPRIATE BOUNDARIES. Patients have a variety 
of challenges, and some may push for inappropriate med-
ications, treat staff  in an unacceptable manner, or become 
inconsiderate of appointment times. It is important to set 
boundaries and expectations at the onset of care. 

The clinical expectation is that patients should be 
partners in care—not angry, frustrated, and nonadherent. 
By recognizing, preparing for, and trying to avert those 
unpleasant encounters, clinicians can foster a better 
patient experience and greater success.

Ms Hill is an Austin, Texas–based health care attorney and founder 
of Guard My Practice, an online video platform for doctors that pro-
vides 15-minute weekly sessions to guide them through subjects 
such as contract negotiations, fraud and abuse issues, employ-
ment confl icts, the basics of setting up a practice, and more.

you would lose on collections and invest in 1 or 2 
fi nancial counselors, over the course of a few years 
you’re going to break even—and you’re also going 
to improve your patient satisfaction.”

Make Payment Easy for Patients
Providing patients with multiple options to pay 

their bills (eg, cash, check, credit/debit card, text 
to pay, or email to pay) can increase the likelihood 
that patients will follow through with payment.

Getting Started Should Be a Priority
Experts agree that now is the time to improve the 
patient collections process. “Health care organi-

zations need to compensate staff , invest in new 
technology, and support the services they off er to 
patients,” said Hutson. “Reimbursement for health 
care services is essential to sustaining high-quality 
care to the communities they serve.”
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Bruce I. Goderez, MD

In an email blast to the medical community in September 2022, Gerald E. Harmon, MD, 
immediate past president of the American Medical Association (AMA), shared a personal account 
of his difficulties in obtaining insurance approval for medications for a critically ill relative. He 
characterized the prior authorization (PA) system as being “out of control” and informed the 

medical community that the AMA is taking vigorous action to try to address its excesses. The AMA has 
posted educational material online documenting the scope of the PA problem, the harm it is causing to 
patient care, and proposals for mitigating the problem.1 

An Origin Story
What is the origin of PAs, what are they supposed 
to be accomplishing, and are they meeting their 
goals? It turns out to be quite difficult to answer 
these questions. From my perspective, PAs 
appeared to develop spontaneously through the 
actions of many insurance companies, clearly with 
the initial intent of saving money by limiting the 
use of expensive procedures and medications when 
there are cheaper alternatives. However, if we 
examine our experience as practicing physicians, 
it is clear that PAs have evolved and are now being 
used for purposes other than saving money. 

Because there appears to be no official guidance 
on what PAs are supposed to accomplish and 
which methods insurance companies are allowed 
to use, we will have to proceed based on what we 
practicing physicians encounter daily.

Examining the Rationale
PREVENTING UNNECESSARY PROCEDURES. Overuse 
of expensive procedures and surgery is a legiti-
mate concern, particularly considering that many 
physicians’ income is determined on a fee-for-
service basis. An externally imposed process of 
documenting the justification for procedures 
may help reduce their excessive use. Transcranial 
magnetic stimulation, ketamine treatment, and 
electroconvulsive therapy probably fall into this 
category, but otherwise it is not of much rele-
vance to psychiatric practice. 

PRESCRIBING EXPENSIVE BRAND-NAME DRUGS 
WHEN GENERIC CHOICES ARE AVAILABLE. This issue 
is the main concern about PAs for our profession. 
On first impression, one would think this would 
be quite straightforward. 

When we prescribe an expensive medication, 
we are generally asked to document the generic 
drugs that have been tried and “failed”—although 
the term failed is not defined. If a blood pressure 
medicine does not reduce a patient’s blood pres-
sure to the acceptable range, we can all agree it 
has failed and that switching to another or adding 
a second medication may be necessary. As psy-
chopharmacologists, we see plenty of situations 
in which a medication has little or no benefit and/
or unacceptable adverse effects, in which case we 
can be comfortable reporting the drug as failed. 

More commonly, the patient has experienced sub-
stantial benefit from the medication, and there 
may be some tolerable adverse effects, but we 
are seeking another option to obtain a superior 
result. Yet, in my experience, we are required to 
assert that all previous medications have failed.

As are usually submitted via online forms, and 
a few insurers keep the process simple. After we 
note the required number of failed medications, 
they usually approve the request. Most forms, 
however, ask us to specify the dose, dates of 
treatment, and reason for discontinuation for 
each failed medication. I usually skip that section 
and scroll to the bottom where, with luck, there is 
a blank field for “comments.” I dictate a 1-para-
graph summary of the case listing all previous 
medication trials that I know of and stating that 
all of them failed “due to insufficient efficacy and/
or unacceptable adverse effects.” This summary 
usually does the trick, and the PA is approved—
except when it is not. 

Even if I did fill out the detailed questions 
about each medication, what then? Is somebody 
in an office 100 miles away going to read what 
I wrote, stroke his beard, and say, “Well, that 
venlafaxine trial 8 years ago was only for a week. 
That is not long enough to determine whether it 
failed. Denied!”?

And if I explain that my patient refused a trial of 
a particular medication because, for instance, his 
cousin’s wife took that drug and had a bad reac-
tion, how does that affect the decision? Does the 
lack of that trial justify denying the patient appro-
priate treatment with another drug? The simplistic 
choice of whether a medication can be judged to 
have failed based on undefined criteria has no rel-
evance to clinical decision-making. The PA process 
is set up to look like due diligence, making a sober 

clinical decision based on information, but it is a 
sham. There is an art to working with individuals; 
as clinicians, we need flexibility to find the optimal 
regimen for each patient. 

The consequence of a denial is often that the 
patient must accept an inferior result even if a 
better one is available. Occasionally, a letter will 
piously inform us that the denial does not prevent 
the patient from using the medication if desired 
because they are free to pay cash—but the cash 
price is often absurd and unaffordable for most 
patients. Even when the request is approved, the 
process causes delays that can cause discomfort 
or even harm to patients.

We are forced to go through a time-consuming 
and essentially meaningless ritual in our attempts 
to provide our patients with optimal care, and the 
decision is ultimately made in an arbitrary fash-
ion. But there are other aspects of this process 
that make it even more senseless and onerous.

More Folly Associated With PAs
STANDARDS AND UNPREDICTABLE CHANGES. Each 
insurance company has its own list of medica-
tions and its own criteria, all of which may change 
unpredictably. There is often no discernible 
rationale for specific policies. Example: For a few 
years, most of the insurers in my area required 
failure on venlafaxine before they would approve 
any other antidepressant, even other generics. 
But during the same period, 1 company absolutely 
refused to pay for venlafaxine under any circum-
stances. The rationale for these policies is on a 
need-to-know basis, and we clinicians evidently 
do not need to know.

UNSTABLE INSURANCE COVERAGE. Patients 
frequently change insurance—their employer 
switched insurers, they got a new job, they real-
ized they cannot afford their deductible, and so 
on. Also, there seems to be a constant churning of 
coverage, with companies buying out one another 
or switching to a different prescription manage-
ment company. 

ANNUAL PA RENEWALS. Most psychiatric disor-
ders are chronic, yet we must resubmit the PA 
every year. Consider a patient with schizophrenia 
on an atypical antipsychotic. If the patient had 
schizophrenia last year, odds are they will have 
schizophrenia next year. But each year I need 
to renew the PA, filling in the same information 
and answering the same questions. Usually they 
approve it—except when they do not. 

MISCELLANEOUS CRAZINESS. Years ago, an insur-
ance company demanded that we submit an 
adverse reaction report to the US Food and Drug 
Administration (FDA) about a failed medica-

Prior Authorization Blues

The rationale for  
these policies is on a  
need-to-know basis, 

and we clinicians 
evidently do not need 

to know.
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tion before they would consider approving the 
newly requested drug. This demand disappeared 
quickly. The policy was so absurd that some 
authority must have stepped in.

This incident shows that, at least some of the 
time, these policies are designed by individuals 
who have no understanding of what is involved in 
prescribing medications, yet they have the power 
to intervene in clinical decisions. 

WASTED TIME AND MONEY. There have been 
attempts to quantify the waste of time and 
money, both for physicians and other staff 
involved in this activity.2,3 It is hard to know the 
accuracy of the figures, but an informal calcula-
tion can at least give us a sense of the problem’s 
scope. Let us suppose that each PA event requires 
20 minutes of a doctor’s time. So, for every 100 
PAs, more than 33 hours are spent on bureau-
cracy as opposed to patient care.

DANGEROUS DRUG-DRUG INTERACTIONS. This is 
an explicit goal presented by some insurance 
companies.4 These companies portray PAs as an 
attempt to check that prescribers are hewing to 
the standard of practice. A few companies have 
added wordage implying that it saves money by 
preventing adverse effects.

Here is my favorite example of this nonsense. A 
patient aged 48 years has been in my care for 15 
years. Although I am treating him for anxiety and 
depression, his chief complaint is multiple chemi-
cal sensitivity. In fact, he does not consider himself 
a psychiatric patient. He takes diazepam 2 mg once 
or twice a month for moments of anxiety and has 
been doing so for at least 20 years. Suddenly, I 
was required to submit a PA request. This was so 
odd that I called the insurer rather than sending 
in a form. Long story short: The prescription was 
approved as soon as I responded in the affirmative 
to the question, “In this case, does the benefit of 
this medication outweigh the risk?” 

What is wrong with this picture? First, every 
medication has risks, and it is part of our job to 
weigh the risks against the benefits and decide 
what to prescribe. I would bet any amount of 
money that in the thousands—or millions—of 
times this question has been asked during a PA 
process, no doctor has ever stated that the risk of 
the requested medicine outweighed the poten-
tial benefit. So, the question becomes: How does 
going through this ritual prevent adverse effects?

The next question is: Why are they focusing on 
this particular medication? It is true that we are 
all being bombarded with new warnings about the 
potential of benzodiazepines for addiction. More 
recently, there has been alarm due to research 
purporting to show that benzodiazepine use is 
a risk factor for dementia.5,6 It appears that the 
insurance companies think they are supporting 
the standard of practice with their clumsy over-
sight. But benzodiazepines are relatively safe and 
highly useful for a variety of diagnoses,5,6 and it is 
our job, as the prescribing doctors, to weigh the 

risks and benefits and make decisions. 
We can debate the wisdom of using or not 

using these medications among ourselves, but 
insurance companies should not be inserting 
themselves into this process—imposing their 
interpretation of the standard of practice through 
the power to deny authorization. Aside from the 
inappropriateness of their intervention, their 
methodology is completely inept and is not con-
tributing anything useful. 

Another brief example: A patient aged 73 
years with schizophrenia has been prescribed 
3 antipsychotics to provide sufficient antipsy-
chotic response while minimizing the resulting 
extrapyramidal effects. She is on a modest dose 
of benztropine, which she has been taking since 
her 20s. Of course, I had to do a PA, in which I 
was solemnly informed about the anticholiner-
gic effects of benztropine and the potential for 
impaired memory and other adverse effects. Then 
I was asked the magic question: “In this case, 
does the benefit outweigh the risk?” 

When I was in medical training, we had halo-
peridol, chlorpromazine, and their cousins; atyp-
ical antipsychotics came a decade later. Almost 
all patients with chronic psychosis had extrapyra-
midal symptoms, and almost all were on benz-
tropine or other appropriate medications. We 
struggled with the anticholinergic effects all the 
time. I really do not need an insurance company 
checking on how I practice medicine. 

Off-label Prescribing 
Off-label prescribing—or the prescription of a 
pharmaceutical drug for an indication, dosage, 
age group, or administration route not currently 
approved by the FDA—is a legal and common 
practice. The FDA has made the meaning of a 
formal indication quite clear: There is rigorous evi-
dence that a particular medication is safe to use for 
a particular diagnosis in a particular population. 
Because their position has been widely misun-
derstood, they have stated explicitly that it does 
not imply that the drug is unsafe to use in nonap-
proved conditions or populations: “From the FDA 
perspective, once the FDA approves a drug, health 
care providers generally may prescribe the drug for 
an unapproved use when they judge that it is medi-
cally appropriate for their patient.”7

Off-label prescribing is extremely common: 
  About 20% of prescriptions in the United States are 
for off-label uses.8

  About 30% of psychiatric prescriptions are off-label.8

  More than 50% of pediatric office visits involve off-la-
bel prescriptions.8 Because investigational studies are 
not usually completed with children, the FDA cannot 
approve them formally.

Yet, the PA system for off-label prescriptions 
is nebulous. One of the companies with whom I 
participate states that it will approve off-label use 
for medications if it is recommended in at least 
1 of 2 references the company considers valid, 

presumably as documentation that it meets the 
standard of care. Yet the FDA clearly states that 
treating physicians can use medications off-label 
at their discretion.

My informal observation is that insurance 
companies generally challenge off-label use of 
newer, more expensive drugs, but usually do not 
challenge off-label use of generic drugs. There is 
a pretense that the challenges are based on safety 
concerns, but it is clear that the off-label issue is 
just another excuse to make it difficult to pre-
scribe more expensive medications.

What Can Be Done?
Mark Twain was fond of pointing out, “Everybody 
talks about the weather, but nobody does any-
thing about it.” We certainly complain about PAs, 
but we should not view them like the weather—as 
an inescapable force of nature. When it rains, we 
can open an umbrella to protect ourselves, but it 
goes on raining. Similarly, we have extensive dis-
cussions about how to make PAs more efficient—
keeping us drier, so to speak. I am sure we would 
all be grateful if the PA process were standardized 
and made more efficient, but if the incidence of 
PAs continues to grow, more efficiency will be 
cold comfort indeed. An efficient waste of time 
is still a waste of time. Perhaps we should stop 
complaining about PAs and find a way to do 
something about them. 

The PA phenomenon was not developed in a 
thoughtful way by an authoritative agency setting 
standards and rules that would govern the pro-
cess. Instead, their development involved hun-
dreds of companies and thousands of individuals 
devising requirements for numerous procedures 
and medications, all of which evolved over time. 
It should be no surprise that the system is chaotic 
and ineffective.

Therefore, the problem must be addressed 
through a political and legal process, the nature 
of which I can only dimly visualize. It must begin 
with individual doctors and the organizations that 
represent us speaking up and demanding to be 
heard. The AMA appears to be taking steps in the 
right direction.

Whatever structure is created to manage this 
problem, it must at least:
1. Define the policies: what information may be required 
and the basis for decisions. These policies should be 
developed with extensive involvement of practicing 
physicians and the organizations that represent them.

2. Create standardized forms that are efficient 
and reasonable.

3. Collect data from insurance companies and other 
sources to determine objectively if the PAs are accom-
plishing their stated goals, and if they are causing harm 
to patients by interfering with medical care.

4. Assert in a clear policy that insurance companies 
have no role in policing the standard of care and may not 
dictate how practicing physicians should be prescribing. 

Attempting to reform and rationalize the PA 
system would be much more doable if we had a 
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single-payer system, so there would be only 1 set 
of rules. In my opinion, a single-payer system 
would be horrible—but about a thousand times 
better than what we have now. Nevertheless, any 
hope of improving our current, dysfunctional 
system will require those of us who work in the 
trenches of clinical medicine to speak up. 
Dr Goderez is a psychopharmacologist and integrative 
medicine practitioner in private practice.
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David N. Osser, MD

O nce you have diagnosed acute 
bipolar II depression accurately 
according to the DSM-5 criteria 
(as we reviewed in detail in a 

recent Psychiatric Times™ column1), you are 
confronted with the problem of what to select 
for an evidence-based medication treatment. 
The problem is that you do not have much 
evidence to rely on. In a review of 11 US and 
international evidence-based treatment guide-
line recommendations for managing bipolar 
disorders, only 3 of the guidelines offered 
any specific recommendations for bipolar II 
disorder.2 The other 8 guidelines all implied—
if mentioning bipolar II at all—or stated 
explicitly, such as in 1 case, that one should 
more or less use what was recommended for 
bipolar I depression. In the other 3 guidelines, 
there was mention of lamotrigine and lithium 
having evidence for maintenance (but not 
acute) treatment. There was also mention of 
quetiapine, carbamazepine, and several anti-
depressants as possible treatments.

In a book published in 2019, editor Gordon 
Parker, MD, MBBS, DSc, PhD,  asked 18 experts 
to comment (in separate chapters) on their 
preferences for treating bipolar II depression 
and their rationales.3 There was no consensus, 
the recommendations varied, and it is fasci-
nating to read through them.

The US Food and Drug administration 
(FDA) has approved only 2 medications for 
acute bipolar II depression: quetiapine and 
lumateperone. Five medications are approved 
for acute bipolar I depression, including queti-
apine, lumateperone, lurasidone, cariprazine, 
and the olanzapine/fluoxetine combination 
product. However, a recent systematic review 
concluded that quetiapine works better for 
bipolar I depression than for bipolar II,4 and an 
editorial evaluating the results of lumateperone 

as a treatment for bipolar II concluded that 
efficacy was not well demonstrated.5 

In another recent meta-analytic review, 
antidepressant trials with sertraline and 
venlafaxine for bipolar II disorder were 
evaluated and compared with acute treatment 
with lithium.6 They found no difference in the 
response rates to the antidepressants com-
pared with lithium (P = .76). Also, all-cause 
discontinuation rates in the antidepressants 
versus lithium were not different, which was 
surprising because clinicians tend to expect 
more adverse effects and dropouts with 
lithium. There were no placebo controls in 
these studies, so the efficacy of the antide-
pressants was unclear; however, it is nota-
ble that evidence does not support lithium 
monotherapy in acute bipolar depression. 
Thus, the same can probably be said for these 
antidepressants. In practice, many clini-
cians prescribe antidepressants for bipolar 
II depression, but the evidence can hardly be 
considered supportive.

In conclusion, this author generally recom-
mends that bipolar II depression be treated 
similarly to bipolar I depression, as we have 
done in consultations through the US Depart-
ment of Veterans Affairs National Bipolar 
Disorder Telehealth Program (which has 
processed over 4000 consultation requests 
over the past 11 years, mostly due to diagnos-
tic conundrums and treatment resistance). In 
other words, we are basically in accord with 
8 of the 11 guidelines noted above, given that 
the more recent reviews cited have not pro-
vided a reason to change that stance. 

Yet confidence in the effectiveness of 
the most evidenced bipolar I depression 
treatments must be considered lower when 
treating bipolar II depression. In brief 
summary, our current recommendations 
are as follows7,8: after considering electro-
convulsive therapy for patients who are 

severely depressed and are in urgent need of 
treatment, the first-line medication options 
are quetiapine, lurasidone, cariprazine, 
lumateperone (all FDA approved), and 
the combination of lithium and lamotrig-
ine. Olanzapine/fluoxetine is generally not 
recommended because of the unacceptable 
long-term adverse effect risks of the olan-
zapine component. If these first-line options 
fail (some of them may be unsuitable for use, 
given individual patient considerations), you 
could try an antidepressant if the patient is 
not a rapid cycler, does not have a depression 
with mixed (ie, manic) features, or has no 
history of mania or dysphoria with previous 
antidepressant use. If any of these predictors 
of adverse outcomes with antidepressants are 
present, try more combinations of the top 5 
choices next. 

Dr Osser is an associate professor of psychiatry at 
Harvard Medical School and codirector of the US De-
partment of Veterans Affairs National Bipolar Disorder 
Telehealth Program in Brockton, Massachusetts.
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Gary Belkin, MD, PhD, MPH

The scale of climate change and its 
devastation has become increasingly 
apparent. As we witness tenuous and 
inadequate movement toward eff ec-

tive responses, it is clear that both places and 
people are falling apart. The emotional suff ering 
from climate change is growing rapidly, and it is 
alarming from more than a humanitarian per-
spective. Emotional and social bandwidth is vital 
for tackling climate change. People must adapt, 
endure, transform, and fi nd hope through these 
challenges if they are to survive in a humane 
and eff ective manner. The emotional and social 
challenges of these tasks—our psychiatric work—
have been a neglected part of climate eff orts.

Recently, however, a global network that was 
formed over the past few months—COP2, or “Care 
of People x Planet”1—has started to work with the 
Race to Resilience to change that, and at great 
scale. The Race to Resilience, an initiative that 
came out of the United Nations (UN) Climate 
Change High-Level Champions, is a massive 
global mobilization to implement physical resil-
ience of built infrastructures and systems for the 
most climate-vulnerable 4 billion people on the 
planet by 2030.2

Race to Resilience and COP2 are working to add 
a target: to grow capacity for psychological resil-
ience and to reach 4 billion people. The need to do 
so was spotlighted at the 27th Conference of the 
Parties to the United Nations Framework Conven-
tion on Climate Change (COP27) as the Race to 
Resilience announced its key objective: the Sharm-
El-Sheikh Adaptation Agenda. A roadmap of how 
to spread and embed psychological resilience 
tools and methods across all that work will refl ect 
input from across COP2 regional hubs as well as a 
network of subject focus work groups, coordinated 
through the Billion Minds Project at Columbia 
University. The goal is to have this roadmap ready 
to deliver, with early adopters, at COP28.

With a mushrooming civil society network 
coming together through these hubs with more 
than 250 organizations so far, COP2 intends to 
capture the diversity of mobilized civic psycho-
logical muscle that needs to converge around 
the “social climate” problem that underlies the 
climate problem.3

These organizations refl ect the long overdue 
range and diversity of perspectives and civic 
presence necessary for community mental 
health: those working toward social justice, eco-
nomic fairness, gender equity, sustainable peace, 
and environmental and climate justice, and pro-
tecting Indigenous rights, cultures, and places. 
They include youth activists, networks focusing 
on well-being economics, and those working on 
global mental health, sustainable development, 
“inner development,” and public health. All are 
bonded together in seeking to nurture psycho-
logical resilience and mental health as vital, 
measurable, and addressable aspects of the fi ght 
for a sustainable future. Through these regional 
hubs and lived experience leaders, COP2 will be 
an ongoing global space and platform for shar-
ing, learning, and managing the psychological 
complexities and possibilities of human action in 
support of a robust social climate.

The destructive path of climate change is ineq-
uitable. It forces a clear-eyed look at the social 
determinants of disadvantage and adversity as 
the drivers of trauma and social paralysis that 
they are. Exploitation of one human group by 
another recapitulates the destructive exploita-
tion of nature that has destroyed the health of 
the planet, and exploited groups suff er the most. 
Climate injustices capture the need to rethink 
equity in economies, civic empowerment, and 
participation in government, as well as to tackle 
forms of oppression within and across commu-
nities so that resilient individuals can become 
the backbone of resilient places.  

Among the backbone psychological capabilities 
to cope, adapt, and problem solve are psycholog-
ical fl exibility and critical consciousness, adap-
tive and prosocial mindsets, emotional strength 
and resilience, and collective approaches to heal 
mental illness and buff er trauma.4,5 These need 
purposeful nurturing, and organized psychiatry 
needs to pull up a seat at this table. 

For psychiatrists, the climate mental health 

agenda challenges and stretches the typical fram-
ing of “mental health and climate change.” There 
is no shortage of evidence for the elevated and 
sustained psychological trauma, mental illness, 
distress, and anxiety about climate change—
experiences that are epidemic among youth and 
increasingly impairing the rest of society.6 But 
climate mental health must be about much more 
than mental illness. It must also be about societal 
damage and the urgent need for new forms of psy-
chosocial resources and power if high-level policy 
aims are to translate into the ground-level realities 
enacted by real people. It must grasp what the UN 
Human Development Report 2021/2022 framed 
as the “massive assault on mental well-being” 
and its central place as an obstacle to humanity’s 
ability to meet the “demands of shaping our future 
in a transforming world.”7

There are solutions waiting to be put to use. 
These include a long-overdue revolution in 
access to mental health care that sees men-
tal health as the work of a whole community. 
Empowerment must come fi rst: It is itself an 
antidote to despair. Add to that new roles for 
us: to enable others to put to work well-proven 
methods that show how skills for caring for 
mental illness, and the steps to prevent it and to 
nurture durable capabilities for mental well-be-
ing and resilience, can be put in the hands of all 
people, alongside their own cultural knowledge, 
to use to support each other.8 People are waiting 
with hands open. The race is on.

Dr Belkin is director of the Billion Minds Project at 
Columbia University and chair of COP2.
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Mental Health and the 
Global Race to Resilience

There is no shortage of evidence 
for the elevated and sustained 
psychological trauma, mental 
illness, distress, and anxiety 
about climate change.

Mental Health and the 
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Schizophrenia  
& Psychosis

Brian Miller, MD, PhD, MPH

CASE VIGNETTE “Ms Pine” is a 52-year-old 
Caucasian woman with bipolar I disorder. Her 
most recent episode involved depression with 
psychotic features. Her mood disorder has been 
stable on ziprasidone, and she has had no psychi-
atric hospitalizations in the past 5 years. She has 
smoked 2 or more packs of cigarettes per day for 
the past 30 years. Ms Pine also drinks a signifi-
cant amount of caffeine every day. She regularly 
brings a 44-ounce cup of soda to clinic visits and 
says she drinks at least 2 of these cups every day. 
She also has comorbid hypertension and chronic 
obstructive pulmonary disease, for which she is 
adherent with medication. At a recent outpatient 
appointment, Ms Pine noted that her mood was 
euthymic, with no evidence of psychosis. She re-
ported sleeping 6 to 7 hours per night and denied 
experiencing significant anxiety. Ms Pine’s psychi-
atrist regularly provides her with psychoeducation 
on how to reduce her caffeine intake.

Almost 90% of adults in the United States use 
caffeine daily, consuming an average of 186 mg 
per day.1 Caffeine use is higher in smokers2 and 
in adults with serious mental illness.3 Caffeine 
improves cognition through increased alert-
ness, attention, and vigilance via inhibition of 
adenosine receptors. Potential explanations for 
increased caffeine intake in patients with serious 
mental illness are listed in the Table.4,5 Despite 
the potential beneficial effects of caffeine, it may 
be harmful at higher doses.

The Current Study
Rosen and colleagues6 investigated rates of 
caffeine intake and blood caffeine levels in adult 
smokers with schizophrenia, adult smokers with 
bipolar disorder, and controls. The authors per-
formed a secondary analysis of a larger study of 
nicotine intake and smoking behavior.7 Partic-
ipants were 18 years and older who smoked 10 
or more cigarettes per day and had a baseline 
expired carbon monoxide level greater than 8 
ppm. Participants receiving nicotine replace-
ment, clonidine, bupropion, or nortriptyline were 
excluded. Pregnancy, alcohol or other substance 
use disorder, and use of noncigarette tobacco 

products were also exclusionary. 
At baseline, participants had a blood sample 

for caffeine and nicotine and its 
metabolites. They provided infor-
mation about their smoking his-
tory and completed the Caffeine 
Consumption Questionnaire. 
Symptoms were assessed with the 
Positive and Negative Syndrome 
Scale and the Montgomery-Ås-
berg Depression Rating Scale. 
Multivariate gamma regression 
with a log link were used to iden-
tify predictors of blood caffeine 
levels and dietary caffeine intake.

The authors analyzed data on 
80 participants with schizophre-
nia, 80 participants with bipolar 
disorder, and 88 controls. The 
mean participant age was 41 
years, 58% were male, and 56% 
were Caucasian. Participants 
smoked an average of 21 ciga-
rettes per day. Participants with 
bipolar disorder had the highest 
self-reported median daily caf-
feine intake (195 mg/day), followed by partici-
pants with schizophrenia (155 mg) and controls 
(132 mg). A significant between-group difference 
for median blood caffeine levels was seen in 
participants with bipolar disorder (1725 ng/mL) 
and schizophrenia (1194 mg/mL) compared with 
controls (613 ng/mL). 

In all 3 groups, 18% to 25% of participants con-
sumed high daily doses (> 400 mg) of caffeine per 
day. There was a small but significant correlation 
between self-reported caffeine intake and blood 
caffeine levels (r = 0.17). In regression analyses, 
age, race (Black), and diagnosis (schizophrenia 
or bipolar disorder) were significant predictors of 
blood caffeine levels. Age and diagnosis (bipolar 
disorder) were significant predictors of self-re-
ported caffeine intake.

Study Conclusions
Smokers with schizophrenia or bipolar disorder 
have higher blood caffeine levels than controls 
with similar smoking habits, the authors con-
cluded. The primary sources of caffeine in partic-

ipants were coffee and soda. Based on findings in 
the bipolar disorder group, increased caffeine was 

not solely attributable to effects of 
antipsychotic medications. 

Study strengths included 
standardized timing of assess-
ments and blood draws and the 
inclusion of controls who smoked 
the same amount as the patient 
groups. Potential limitations 
included potential confounding 
by metabolic or genetic factors 
and an inability to investigate 
effects of sleep and oral contra-
ceptives on caffeine levels.

The Bottom Line
Caffeine intake is high in some 
patients with serious mental 
illness. An increased understand-
ing of the effects of caffeine on 
cognition, psychopathology, and 
overall health is needed.

Dr Miller is a professor in the De-
partment of Psychiatry and Health 
Behavior at Augusta University in 

Augusta, Georgia. He is on the editorial board and serves 
as the schizophrenia section chief for Psychiatric Times™. 
The author reports that he receives research support 
from Augusta University, the National Institute of Mental 
Health, and the Stanley Medical Research Institute.
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Research Analyzes Caffeine Intake and Levels in 
Smokers With Bipolar Disorder and Schizophrenia

TABLE. Potential 
Explanations for 
Increased Caffeine 
Intake in Patients With 
Serious Mental Illness4,5

  Cigarette smoking, 
which is highly prevalent 
in this patient population, 
increases the 
metabolism of caffeine.
  Caffeine may increase 
the urge to smoke and/
or the palatability of 
cigarettes. 
  Patients may self-
medicate with caffeine 
for psychiatric 
symptoms, potentially 
due to decreased 
adenosinergic activity 
or to compensate for 
sedative effects of 
medications. 



•  Cerebrovascular Adverse Reactions in Elderly Patients 
with Dementia-Related Psychosis, including stroke and 
transient ischemic attack. See Boxed Warning to the left.

•  Neuroleptic Malignant Syndrome, which is a potentially 
fatal reaction. Signs and symptoms include hyperpyrexia, 
muscle rigidity, delirium, autonomic instability, elevated 
creatinine phosphokinase, myoglobinuria (and/or 
rhabdomyolysis), and acute renal failure. Manage with 
immediate discontinuation of CAPLYTA and provide intensive 
symptomatic treatment and monitoring.

•  Tardive Dyskinesia (TD), a syndrome of potentially irreversible,
dyskinetic, and involuntary movements which may increase 
as the duration of treatment and total cumulative dose 
increases. The syndrome can develop after a relatively brief 
treatment period, even at low doses, or after treatment 
discontinuation. Given these considerations, CAPLYTA should 
be prescribed in a manner most likely to reduce the risk of 
TD. Discontinue CAPLYTA if clinically appropriate.

•  Metabolic Changes, including hyperglycemia, diabetes 
mellitus, dyslipidemia, and weight gain. Hyperglycemia, 
in some cases extreme and associated with ketoacidosis, 
hyperosmolar coma or death, has been reported in patients 
treated with antipsychotics. Measure weight and assess 
fasting plasma glucose and lipids when initiating CAPLYTA 
and monitor periodically during long-term treatment.

CAPLYTA is indicated in adults for the treatment of
schizophrenia and depressive episodes associated with
bipolar I or II disorder (bipolar depression), as monotherapy
and as adjunctive therapy with lithium or valproate.

Important Safety Information

Boxed Warnings:
•  Elderly patients with dementia-related psychosis 

treated with antipsychotic drugs are at an increased 
risk of death. CAPLYTA is not approved for the treatment 
of patients with dementia-related psychosis.

•  Antidepressants increased the risk of suicidal thoughts 
and behaviors in pediatric and young adults in 
short-term studies. Closely monitor all antidepressant-
treated patients for clinical worsening, and for 
emergence of suicidal thoughts and behaviors. The 
safety and effectiveness of CAPLYTA have not been 
established in pediatric patients.

Contraindications: CAPLYTA is contraindicated in patients 
with known hypersensitivity to lumateperone or any 
components of CAPLYTA. Reactions have included pruritus, 
rash (e.g., allergic dermatitis, papular rash, and generalized 
rash), and urticaria.
Warnings & Precautions: Antipsychotic drugs have been 
reported to cause:

Drug Interactions: Avoid concomitant use with CYP3A4 
inducers. Reduce dose for concomitant use with strong 
CYP3A4 inhibitors (10.5 mg) or moderate CYP3A4 
inhibitors (21 mg).
Special Populations: Neonates exposed to antipsychotic 
drugs during the third trimester of pregnancy are at risk for 
extrapyramidal and/or withdrawal symptoms following 
delivery. Breastfeeding is not recommended. Reduce dose for 
patients with moderate or severe hepatic impairment (21 mg). 
Adverse Reactions: The most common adverse reactions 
in clinical trials with CAPLYTA vs placebo were:
•  Schizophrenia: somnolence/sedation (24% vs 10%) and 

dry mouth (6% vs 2%).
•  Bipolar Depression (Monotherapy, Adjunctive therapy): 

somnolence/sedation (13% vs 3%, 13% vs 3%), 
dizziness (8% vs 4%, 11% vs 2%), nausea (8% vs 3%, 
9% vs 4%), and dry mouth (5% vs 1%, 5% vs 1%).

CAPLYTA is available in 10.5 mg, 21 mg, and 42 mg capsules.

See its ef� cacy at caplytahcp.com

•  Leukopenia, Neutropenia, and Agranulocytosis (including 
fatal cases). Perform complete blood counts in patients 
with pre-existing low white blood cell count (WBC) or history 
of leukopenia or neutropenia. Discontinue CAPLYTA if clinically 
signifi cant decline in WBC occurs in absence of other 
causative factors.

•  Orthostatic Hypotension and Syncope. Monitor heart rate 
and blood pressure and warn patients with known cardiovascular
or cerebrovascular disease. Orthostatic vital signs should be 
monitored in patients who are vulnerable to hypotension.

•  Falls. CAPLYTA may cause somnolence, postural hypotension, 
and motor and/or sensory instability, which may lead to falls 
and, consequently, fractures and other injuries. Assess patients 
for risk when using CAPLYTA.

•  Seizures. Use CAPLYTA cautiously in patients with a history of 
seizures or with conditions that lower seizure threshold.

•  Potential for Cognitive and Motor Impairment. Advise 
patients to use caution when operating machinery or motor 
vehicles until they know how CAPLYTA affects them.

•  Body Temperature Dysregulation. Use CAPLYTA with caution 
in patients who may experience conditions that may increase 
core body temperature such as strenuous exercise, extreme 
heat, dehydration, or concomitant anticholinergics.

•  Dysphagia. Use CAPLYTA with caution in patients at risk 
for aspiration.

Reference: 1. CAPLYTA prescribing information, 2022.

Please see the accompanying Brief Summary of 
Prescribing Information on the following pages.
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Brief Summary of full Prescribing Information.
CAPLYTA® (lumateperone) capsules, for oral use
Initial U.S. Approval: 2019

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS WITH 
DEMENTIA-RELATED PSYCHOSIS; and SUICIDAL THOUGHTS AND BEHAVIORS

Increased Mortality in Elderly Patients with Dementia-Related Psychosis
Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at an increased  
risk of death. CAPLYTA is not approved for the treatment of patients with dementia-related psychosis. 

Suicidal Thoughts and Behaviors
Antidepressants increased the risk of suicidal thoughts and behaviors in pediatric and young adults in 
short-term studies. Closely monitor all antidepressant-treated patients for clinical worsening, and for 
emergence of suicidal thoughts and behaviors. The safety and effectiveness of CAPLYTA have not been 
established in pediatric patients.

INDICATIONS AND USAGE
CAPLYTA is indicated for the treatment of schizophrenia in adults and depressive episodes associated with 
bipolar I or II disorder (bipolar depression) in adults, as monotherapy and as adjunctive therapy with lithium  
or valproate.

DOSAGE AND ADMINISTRATION
Recommended Dosage: The recommended dosage of CAPLYTA is 42 mg administered orally once daily with or 
without food. Dose titration is not required. 
Dosage Recommendations for Concomitant Use with Moderate or Strong CYP3A4 Inhibitors:  
Coadministration with strong CYP3A4 Inhibitors – The recommended dosage for patients receiving strong  
CYP3A4 inhibitors is CAPLYTA 10.5 mg once daily. Coadministration with Moderate CYP3A4 Inhibitors - The  
recommended dosage for patients receiving moderate CYP3A4 inhibitors is CAPLYTA 21 mg once daily. 
Dosage Recommendations for Patients with Hepatic Impairment: For patients with moderate or severe hepatic 
impairment (Child-Pugh class B or C), the recommended dosage of CAPLYTA is 21 mg once daily. 

CONTRAINDICATIONS
CAPLYTA is contraindicated in patients with history of hypersensitivity reaction to lumateperone. Reactions have 
included pruritus, rash (e.g. allergic dermatitis, papular rash, and generalized rash), and urticaria. 

WARNINGS AND PRECAUTIONS
Increased Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly patients with dementia-related 
psychosis treated with antipsychotic drugs are at an increased risk of death. Analyses of 17 placebo-controlled 
trials (modal duration of 10 weeks), largely in patients taking atypical antipsychotic drugs, revealed a risk of 
death in the drug-treated patients of between 1.6 to 1.7 times that in placebo-treated patients. Over the course of 
a typical 10-week controlled trial, the rate of death in drug-treated patients was about 4.5%, compared to a rate 
of about 2.6% in placebo-treated patients. Although the causes of death were varied, most of the deaths appeared 
to be either cardiovascular (e.g., heart failure, sudden death) or infectious (e.g., pneumonia) in nature. CAPLYTA 
is not approved for the treatment of patients with dementia-related psychosis.
Suicidal Thoughts and Behaviors in Children, Adolescents and Young Adults: In pooled analyses of  
placebo-controlled trials of antidepressant drugs (SSRIs and other antidepressant classes) that included  
approximately 77,000 adult patients and 4,500 pediatric patients, the incidence of suicidal thoughts and  
behaviors in antidepressant-treated patients age 24 years and younger was greater than in placebo-treated  
patients. There was considerable variation in risk of suicidal thoughts and behaviors among drugs, but there was 
an increased risk identified in young patients for most drugs studied. There were differences in absolute risk 
of suicidal thoughts and behaviors across the different indications, with the highest incidence in patients with 
MDD. The risk differences (drug-placebo difference) in the number of cases of suicidal thoughts and behaviors 
in the pooled placebo-controlled trials of antidepressants in pediatric* and adult patients per 1000 patients 
treated are as follows: Increases Compared to Placebo – <18 years old: 14 additional patients; 18-24 years 
old: 5 additional patients. Decreases Compared to Placebo – 25-64 years old: 1 fewer patient; >65 years old:  
6 fewer patients. *CAPLYTA is not approved for use in pediatric patients.
It is unknown whether the risk of suicidal thoughts and behaviors in children, adolescents, and young 
adults extends to longer-term use, i.e., beyond four months. However, there is substantial evidence from  
placebo-controlled maintenance trials in adults with MDD that antidepressants delay the recurrence of  
depression and that depression itself is a risk factor for suicidal thoughts and behaviors.
Monitor all antidepressant-treated patients for any indication for clinical worsening and emergence of suicidal 
thoughts and behaviors, especially during the initial few months of drug therapy, and at times of dosage changes. 
Counsel family members or caregivers of patients to monitor for changes in behavior and to alert the healthcare 
provider. Consider changing the therapeutic regimen, including possibly discontinuing CAPLYTA, in patients 
whose depression is persistently worse, or who are experiencing suicidal thoughts or behaviors.
Cerebrovascular Adverse Reactions, Including Stroke, in Elderly Patients with Dementia-Related Psychosis: 
In placebo-controlled trials in elderly subjects with dementia, patients randomized to risperidone, aripiprazole, 
and olanzapine had a higher incidence of stroke and transient ischemic attack, including fatal stroke. CAPLYTA  
is not approved for the treatment of patients with dementia-related psychosis.
Neuroleptic Malignant Syndrome: Neuroleptic Malignant Syndrome (NMS), a potentially fatal symptom  
complex, has been reported in association with administration of antipsychotic drugs. Clinical manifestations  
of NMS are hyperpyrexia, muscle rigidity, delirium, and autonomic instability. Additional signs may include  
elevated creatinine phosphokinase, myoglobinuria (rhabdomyolysis), and acute renal failure. If NMS is  
suspected, immediately discontinue CAPLYTA and provide intensive symptomatic treatment and monitoring. 
Tardive Dyskinesia: Tardive dyskinesia, a syndrome consisting of potentially irreversible, involuntary, dyskinetic 
movements, may develop in patients treated with antipsychotic drugs. The risk appears to be highest among 
the elderly, especially elderly women, but it is not possible to predict which patients are likely to develop the 
syndrome. Whether antipsychotic drug products differ in their potential to cause tardive dyskinesia is unknown. 
The risk of tardive dyskinesia and the likelihood that it will become irreversible increase with the duration of 
treatment and the cumulative dose. The syndrome can develop after a relatively brief treatment period, even at 
low doses. It may also occur after discontinuation of treatment. 
Tardive dyskinesia may remit, partially or completely, if antipsychotic treatment is discontinued. Antipsychotic 
treatment itself, however, may suppress (or partially suppress) the signs and symptoms of the syndrome,  
possibly masking the underlying process. The effect that symptomatic suppression has upon the long-term 
course of tardive dyskinesia is unknown. 
Given these considerations, CAPLYTA should be prescribed in a manner most likely to reduce the risk of tardive  
dyskinesia. Chronic antipsychotic treatment should generally be reserved for patients: 1) who suffer from  
a chronic illness that is known to respond to antipsychotic drugs; and 2) for whom alternative, effective,  
but potentially less harmful treatments are not available or appropriate. In patients who do require chronic 
treatment, use the lowest dose and the shortest duration of treatment producing a satisfactory clinical response. 
Periodically reassess the need for continued treatment. 
If signs and symptoms of tardive dyskinesia appear in a patient on CAPLYTA, drug discontinuation should be 
considered. However, some patients may require treatment with CAPLYTA despite the presence of the syndrome. 

Metabolic Changes: Antipsychotic drugs have caused metabolic changes, including hyperglycemia, diabetes 
mellitus, dyslipidemia, and weight gain. Although all of the drugs in the class have been shown to produce  
some metabolic changes, each drug has its own specific risk profile.
Hyperglycemia and Diabetes Mellitus - Hyperglycemia, in some cases extreme and associated with ketoacidosis, 
hyperosmolar coma or death, has been reported in patients treated with antipsychotics. There have been reports 
of hyperglycemia in patients treated with CAPLYTA. Assess fasting plasma glucose before or soon after initiation 
of antipsychotic medication and monitor periodically during long-term treatment.
Schizophrenia - In pooled data from short-term (4- to 6-week), placebo-controlled trials of adult patients with 
schizophrenia, mean changes from baseline and the proportion of patients with shifts from normal to greater 
than normal levels of fasting glucose in patients treated with CAPLYTA were similar to those in patients treated 
with placebo.
In an uncontrolled open-label trial of CAPLYTA for up to 1 year in patients with stable schizophrenia, the  
percentages of patients with shifts in fasting glucose and insulin values from normal to high were 8% and 
12%, respectively. 4.7% of patients with normal hemoglobin A1c (<6.5%) at baseline developed elevated levels 
(≥6.5%) post-baseline.
Bipolar Depression - In data from short-term (6-week), placebo-controlled monotherapy and adjunctive therapy 
bipolar depression trials, mean changes from baseline and the proportion of patients with shifts from normal to 
greater than normal levels of fasting glucose and insulin in patients treated with CAPLYTA were similar to those 
in patients treated with placebo.
Dyslipidemia - Antipsychotics have caused adverse alterations in lipids. Before or soon after initiation of  
antipsychotic medications, obtain a fasting lipid profile at baseline and monitor periodically during treatment.
Schizophrenia - In pooled data from short-term (4- to 6-week), placebo-controlled trials of adult patients with 
schizophrenia, mean changes from baseline and the proportion of patients with shifts to higher levels of fasting 
total cholesterol and triglycerides were similar in patients treated with CAPLYTA and placebo.
In an uncontrolled open-label trial of CAPLYTA for up to 1 year in patients with stable schizophrenia, the  
percentages of patients with a shift from normal to high were 8%, 5%, and 4% for total cholesterol, triglycerides, 
and LDL cholesterol, respectively.
Bipolar Depression - In data from short-term (6-week), placebo-controlled monotherapy and adjunctive therapy 
bipolar depression trials, mean changes from baseline and the proportion of patients with shifts to higher levels 
of fasting total cholesterol and triglycerides were similar in patients treated with CAPLYTA and placebo.
In an uncontrolled open-label trial of CAPLYTA for up to 6 months in patients with bipolar depression, the  
proportion of patients with a shift from normal to high were 10%, 5%, and 2% for total cholesterol, triglycerides, 
and LDL cholesterol, respectively.
Weight Gain - Weight gain has been observed with use of antipsychotics. Monitor weight at baseline and  
frequently thereafter. 
Schizophrenia - In pooled data from placebo-controlled trials of adult patients with schizophrenia, mean changes 
from baseline and the proportion of patients with an increase in weight ≥7% from baseline to end of study was 
similar in patients treated with CAPLYTA and placebo. 
In an uncontrolled open-label trial of CAPLYTA for up to 1 year in patients with stable schizophrenia, the  
mean change in body weight was approximately -2 kg (SD 5.6) at Day 175 and approximately - 3.2 kg (SD 7.4) 
at Day 350.
Bipolar Depression - In data from short-term (6-week), placebo-controlled monotherapy and adjunctive therapy 
bipolar depression trials, mean changes from baseline and the proportion of patients with an increase in weight 
≥7% from baseline to end of study were similar in patients treated with CAPLYTA and placebo. 
In an uncontrolled open-label trial of CAPLYTA for up to 6 months in patients with bipolar depression, the  
mean change in body weight was -0.01 kg (SD 3.1) at Day 175.
Leukopenia, Neutropenia, and Agranulocytosis: 
Leukopenia and neutropenia have been reported during treatment with antipsychotic agents, including CAPLYTA. 
Agranulocytosis (including fatal cases) has been reported with other agents in the class. 
Possible risk factors for leukopenia and neutropenia include pre-existing low white blood cell count (WBC) or  
absolute neutrophil count (ANC) and history of drug-induced leukopenia or neutropenia. In patients with a 
pre-existing low WBC or ANC or a history of drug-induced leukopenia or neutropenia, perform a complete blood 
count (CBC) frequently during the first few months of therapy. In such patients, consider discontinuation of 
CAPLYTA at the first sign of a clinically significant decline in WBC in the absence of other causative factors.
Monitor patients with clinically significant neutropenia for fever or other symptoms or signs of infection and  
treat promptly if such symptoms or signs occur. Discontinue CAPLYTA in patients with absolute neutrophil  
count < 1000/mm3 and follow their WBC until recovery.
Orthostatic Hypotension and Syncope: Atypical antipsychotics cause orthostatic hypotension and syncope. 
Generally, the risk is greatest during initial dose administration. Orthostatic vital signs should be monitored in 
patients who are vulnerable to hypotension (e.g., elderly patients, patients with dehydration, hypovolemia, and 
concomitant treatment with antihypertensive medications), patients with known cardiovascular disease (history 
of myocardial infarction, ischemic heart disease, heart failure, or conduction abnormalities), and patients  
with cerebrovascular disease. CAPLYTA has not been evaluated in patients with a recent history of myocardial 
infarction or unstable cardiovascular disease. Such patients were excluded from pre-marketing clinical trials.
Schizophrenia - In pooled data from short-term (4- to 6-week), placebo-controlled schizophrenia trials, the  
frequencies of orthostatic hypotension for CAPLYTA and placebo were 0.7% and 0%, respectively. The rates  
of syncope for CAPLYTA and placebo were 0.2% and 0.2%. 
Bipolar Depression - In data from short-term (6-week), placebo-controlled monotherapy and adjunctive therapy 
bipolar depression trials, the frequencies of orthostatic hypotension for CAPLYTA and placebo were both 0%. 
The rates of syncope for CAPLYTA and placebo were 0.3% and 0.5%, respectively in the monotherapy trials,  
and there were no reports for CAPLYTA or placebo in the adjunctive therapy trial. 
Falls: Antipsychotics, including CAPLYTA, may cause somnolence, postural hypotension, and motor and sensory 
instability, which may lead to falls and, consequently, fractures and other injuries. For patients with diseases, 
conditions or medications that could exacerbate these effects, complete fall risk assessments when initiating 
antipsychotic treatment and periodically during long-term treatment.
Seizures: Like other antipsychotic drugs, CAPLYTA may cause seizures. The risk is greatest in patients with  
a history of seizures or with conditions that lower the seizure threshold. Conditions that lower the seizure  
threshold may be more prevalent in older patients.
Potential for Cognitive and Motor Impairment: 
CAPLYTA, like other antipsychotics, may cause somnolence and has the potential to impair judgment, thinking, 
and motor skills. Patients should be cautioned about operating hazardous machinery, including motor vehicles, 
until they are reasonably certain that therapy with CAPLYTA does not affect them adversely.
Schizophrenia - In short-term (i.e., 4- to 6-week), placebo-controlled clinical trials of patients with  
schizophrenia, somnolence and sedation were reported in 24% of CAPLYTA-treated patients, compared to 10% 
of placebo-treated patients.
Bipolar Depression - In short term (6-week), placebo-controlled monotherapy and adjunctive therapy bipolar  
depression clinical trials, somnolence and sedation were reported in 13% of CAPLYTA-treated patients,  
compared to 3% of placebo-treated patients. 

Body Temperature Dysregulation: Atypical antipsychotics may disrupt the body’s ability to reduce core body 
temperature. Strenuous exercise, exposure to extreme heat, dehydration, and anticholinergic medications may 
contribute to an elevation in core body temperature; use CAPLYTA with caution in patients who may experience 
these conditions.
Dysphagia: Esophageal dysmotility and aspiration have been associated with antipsychotic drug use.  
Antipsychotic drugs, including CAPLYTA, should be used cautiously in patients at risk for aspiration.

ADVERSE REACTIONS
Clinical Trials Experience: Because clinical trials are conducted under widely varying conditions, adverse  
reaction rates observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials  
of another drug and may not reflect the rates observed in practice.
The safety of CAPLYTA has been evaluated in placebo-controlled clinical trials in 2664 adult patients with  
schizophrenia and bipolar depression exposed to one or more doses. A total of 402 CAPLYTA-exposed patients 
had at least 6 months of exposure and 108 had at least 1 year of exposure to the 42-mg dose of CAPLYTA.
Schizophrenia - The following findings are based on the pooled short-term (4- to 6-week), placebo-controlled 
studies in adult patients with schizophrenia in which CAPLYTA was administered at a daily dose of 42 mg (n=406).
There was no single adverse reaction leading to discontinuation that occurred at a rate of >2% in  
CAPLYTA-treated patients.  
The most common adverse reactions (incidence of at least 5% of patients exposed to CAPLYTA and greater  
than twice the rate of placebo) are somnolence/sedation and dry mouth. 
Adverse reactions associated with CAPLYTA (incidence of at least 2% in patients exposed to CAPLYTA and greater 
than placebo) were as follows (adverse reaction is followed by percentage of patients treated with CAPLYTA  
42 mg (n=406) and patients treated with placebo (n=412) in parentheses): Somnolence/ Sedation (24%, 10%); 
Nausea (9%, 5%); Dry Mouth (6%, 2%); Dizziness1 (5%, 3%); Creatine Phosphokinase Increased (4%, 1%); 
Fatigue (3%, 1%); Vomiting (3%, 2%); Hepatic Transaminases Increased2 (2%, 1%); Decreased Appetite (2%, 
1%). 1Dizziness, dizziness postural; 2 ALT, AST, “hepatic enzymes” increased, or liver function test abnormal.
Bipolar Depression – Monotherapy
The following findings are based on the pooled short-term (6-week), placebo-controlled monotherapy  
bipolar depression studies in adult patients treated with CAPLYTA administered at a daily dose of 42 mg (N=372).
There was no single adverse reaction leading to discontinuation that occurred at a rate of >2% in  
CAPLYTA-treated patients.  
The most common adverse reactions (incidence of at least 5% of patients exposed to CAPLYTA and  
greater than twice the rate of placebo) are somnolence/sedation, dizziness, nausea, and dry mouth. 
Adverse reactions associated with CAPLYTA (incidence of at least 2% in patients exposed to CAPLYTA and  
greater than placebo) were as follows (adverse reaction is followed by percentage of patients treated with  
CAPLYTA 42 mg (n=372) and patients treated with placebo (n=374) in parentheses): Headache (14%, 8%);  
Somnolence/Sedation (13%, 3%); Dizziness1 (8%, 4%); Nausea (8%, 3%); Dry Mouth (5%, 1%); Diarrhea  
(4%, 2%); Vomiting (4%, 0%); Abdominal pain2 (2%, 1%); Upper respiratory tract infection (2%, 1%).  
 1Dizziness, dizziness postural; 2Abdominal discomfort, abdominal pain, abdominal pain upper and lower.
Bipolar Depression - Adjunctive Therapy with Lithium or Valproate - The following findings are based on a 
6-week, placebo-controlled adjunctive therapy bipolar depression study in adult patients treated with CAPLYTA 
administered at a daily dose of 42 mg (N=177).
There was no single adverse reaction leading to discontinuation that occurred at a rate of >2% in  
CAPLYTA-treated patients.  
The most common adverse reactions (incidence of at least 5% of patients exposed to CAPLYTA and greater  
than twice the rate of placebo) are somnolence/sedation, dizziness, nausea, and dry mouth. 
Adverse reactions associated with CAPLYTA (incidence of at least 2% in patients exposed to CAPLYTA and  
greater than placebo) were as follows (adverse reaction is followed by percentage of patients treated with  
CAPLYTA 42 mg (n=177) and patients treated with placebo (n=175) in parentheses): Somnolence/Sedation  
(13%, 3%); Dizziness1 (11%, 2%); Nausea (9%, 4%); Dry Mouth (5%, 1%); Vomiting (4%, 0%), Diarrhea  
(3%, 2%); Upper respiratory tract infection (3%, 1%); Blurred vision (3%, 1%), Increased blood prolactin  
(2%, 0%). 1Dizziness, dizziness postural.
Dystonia - Symptoms of dystonia, prolonged abnormal contractions of muscle groups, may occur in susceptible 
individuals during the first few days of treatment. Dystonic symptoms include: spasm of the neck muscles,  
sometimes progressing to tightness of the throat, swallowing difficulty, difficulty breathing, and/or protrusion 
of the tongue. Although these symptoms can occur at low doses, they occur more frequently and with greater 
severity with high potency and higher doses of first-generation antipsychotic drugs. An elevated risk of acute 
dystonia is observed in males and younger age groups.
Extrapyramidal Symptoms (EPS) - In the short-term, placebo-controlled schizophrenia and bipolar depression 
studies, data was objectively collected on the Simpson-Angus Scale (SAS) for EPS (total score ranges from  
0 to 40), the Barnes Akathisia Rating Scale (BARS) for akathisia (total score ranges from 0 to 14) and the  
Abnormal Involuntary Movement Scale (AIMS) for dyskinesia (total score ranges from 0 to 28).
Schizophrenia - In the 4- to 6-week, placebo-controlled schizophrenia trials, the frequency of reported events 
related to extrapyramidal symptoms (EPS), including akathisia, extrapyramidal disorder, muscle spasms,  
restlessness, musculoskeletal stiffness, dyskinesia, dystonia, muscle twitching, tardive dyskinesia, tremor, 
drooling, and involuntary muscle contractions was 6.7% for CAPLYTA and 6.3% for placebo. 
In the 4- to 6-week schizophrenia trials, the mean changes from baseline for CAPLYTA-treated patients and  
placebo-treated patients were 0.1 and 0 for the SAS, -0.1 and 0 for the BARS, and 0.1 and 0 for the AIMS, 
respectively.
Bipolar Depression - In the 6-week, monotherapy bipolar depression trials, the frequency of reported reactions  
related to EPS, including muscle spasms, dyskinesia, extrapyramidal disorder, movement disorder, tremor,  
restlessness, and akathisia was 1.3% for CAPLYTA and 1.1% for placebo. 
In a 6-week, adjunctive therapy bipolar depression trial, the frequency of reported reactions related to EPS,  
including tremor, muscle spasms, akathisia, extrapyramidal disorder, gait disturbance, and restlessness was 
4.0% for CAPLYTA and 2.3% for placebo. 
In the 6-week, monotherapy bipolar depression trials, the mean changes from baseline for CAPLYTA-treated 
patients and placebo-treated patients were 0 and 0 for the SAS, -0.1 and -0.1 for the BARS, and 0 and 0 for the 
AIMS, respectively. In the 6-week adjunctive therapy bipolar depression trial, the mean changes from baseline 
for CAPLYTA-treated patients and placebo-treated patients were 0 and 0 for the SAS, 0 and -0.1 for the BARS, 
and 0 and 0 for the AIMS, respectively.

DRUG INTERACTIONS
Drugs Having Clinically Important Interactions with CAPLYTA. CYP3A4 Inducers: Clinical Impact -  
Concomitant use of CAPLYTA with CYP3A4 inducers decreases the exposure of lumateperone. Invervention  
- Avoid concomitant use of CAPLYTA with CYP3A4 inducers. Moderate or Strong CYP3A4 Inhibitors:  
Clinical Impact - Concomitant use of CAPLYTA with moderate or strong CYP3A4 inhibitors increases  
lumateperone exposure, which may increase the risk of adverse reactions. Intervention - Reduce CAPLYTA  
dose when used concomitantly with moderate or strong CYP3A4 inhibitors.

USE IN SPECIFIC POPULATIONS
Pregnancy: Pregnancy Exposure Registry - There is a pregnancy exposure registry that monitors pregnancy  
outcomes in women exposed to atypical antipsychotics, including CAPLYTA, during pregnancy. Healthcare 
providers are encouraged to register patients by contacting the National Pregnancy Registry for Atypical  
Antipsychotics at 1-866-961-2388 or online at http://womensmentalhealth.org/clinical-and-research-programs/
pregnancyregistry/.
Risk Summary - Neonates exposed to antipsychotic drugs during the third trimester are at risk for  
extrapyramidal and/or withdrawal symptoms following delivery (see Clinical Considerations). Available data from 
case reports on CAPLYTA use in pregnant women are insufficient to establish any drug associated risks for 
birth defects, miscarriage, or adverse maternal or fetal outcomes. There are risks to the mother associated  
with untreated schizophrenia and with exposure to antipsychotics, including CAPLYTA, during pregnancy 
(see Clinical Considerations). In animal reproduction studies, no malformations were observed with oral  
administration of lumateperone to pregnant rats and rabbits during organogenesis at doses up to 2.4 and  
9.7 times, respectively, the maximum recommended human dose (MRHD) of 42 mg/day on a mg/m2

 

basis. When  
pregnant rats were administered lumateperone during the period of organogenesis through lactation, the  
number of perinatal deaths of pups was increased at 4.9 times the MRHD, with no adverse effects on pups at  
2.4 times the MRHD (see Data). 
The estimated background risk of major birth defects and miscarriage for the indicated population is unknown. 
All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the U.S. general  
population, the estimated background risk of major birth defects and miscarriage in clinically recognized  
pregnancies is 2 to 4% and 15 to 20%, respectively.
Clinical Considerations -  Disease associated maternal and/or embryo/fetal risk - There is risk to the mother 
from untreated schizophrenia, including increased risk of relapse, hospitalization, and suicide. Schizophrenia 
is associated with increased adverse perinatal outcomes, including preterm birth. It is not known if this is a  
direct result of the illness or other comorbid factors.
Fetal/neonatal adverse reactions - Extrapyramidal and/or withdrawal symptoms, including agitation, hypertonia, 
hypotonia, tremor, somnolence, respiratory distress, and feeding disorder have been reported in neonates who 
were exposed to antipsychotic drugs during the third trimester of pregnancy. These symptoms have varied  
in severity. Monitor neonates for extrapyramidal and/or withdrawal symptoms and manage symptoms  
appropriately. Some neonates recovered within hours or days without specific treatment; others required  
prolonged hospitalization.
Data - Animal Data - Pregnant rats were treated with oral doses of 3.5, 10.5, 21, and 63 mg/kg/day lumateperone  
(0.8, 2.4, 4.9, and 14.6 times the MRHD on a mg/m2

 

basis) during the period of organogenesis. No  
malformations were observed with lumateperone at doses up to 2.4 times the MRHD. Findings of decreased 
body weight were observed in fetuses at 4.9 and 14.6 times the MRHD. Findings of incomplete ossification  
and increased incidences of visceral and skeletal variations were recorded in fetuses at 14.6 times the MRHD,  
a dose that induced maternal toxicity.
Pregnant rabbits were treated with oral doses of 2.1, 7, and 21 mg/kg/day lumateperone (1.0, 3.2, and 9.7  
times the MRHD on a mg/m2

 

basis) during the period of organogenesis. Lumateperone did not cause adverse 
developmental effects at doses up to 9.7 times the MRHD. 
In a study in which pregnant rats were administered oral doses of 3.5, 10.5, and 21 mg/kg/day lumateperone 
(0.8, 2.4, and 4.9 times the MRHD on a mg/m2

 

basis) during the period of organogenesis and through lactation, 
the number of live-born pups was decreased at 2.4 and 4.9 times the MRHD, and early postnatal deaths increased 
at a dose 4.9 times the MRHD. Impaired nursing and decreased body weight gain in pups were observed at  
4.9 times, but not at 2.4 times, the MRHD.
Pregnant rats were treated with a human metabolite of lumateperone (reduced ketone metabolite) at oral doses of 
15, 60, and 100 mg/kg/day (1.2, 19, and 27 times the exposure to this metabolite at the MRHD of lumateperone 
based on AUC plasma exposure) during the period of organogenesis. This metabolite did not cause adverse 
developmental effects at a dose 1.2 times the exposure at the MRHD of lumateperone; however, it caused an 
increase in visceral malformations (cleft palate) at 27 times and skeletal malformations at 19 times the exposure 
at the MRHD of lumateperone, a dose that induced maternal toxicity.
Lactation: Risk Summary - There are no available data on the presence of lumateperone or its metabolites in  
human milk or animal milk, the effects on the breastfed infant, or the effects on milk production. Toxicity in animals  
has been linked to the formation of aniline metabolites of lumateperone. Although aniline metabolites were  
not present in (adult) humans at quantifiable levels, it is unknown whether infants exposed to lumateperone 
will exhibit comparable lumateperone metabolism and elimination pathways as adults. In addition, there are 
published reports of sedation, failure to thrive, jitteriness, and extrapyramidal symptoms (tremors and abnormal 
muscle movements) in breastfed infants exposed to antipsychotics. Based on findings of toxicity in animal  
studies and the potential for serious adverse reactions in the breastfed infant, breastfeeding is not recommended 
during treatment with lumateperone. 
Females and Males of Reproductive Potential: Infertility - Based on findings from animal studies, lumateperone 
may impair male and female fertility. 
Pediatric Use: Safety and effectiveness of CAPLYTA have not been established in pediatric patients.  
Antidepressants increased the risk of suicidal thoughts and behaviors in pediatric patients.
Geriatric Use: Controlled clinical studies of CAPLYTA in the treatment of schizophrenia did not include any 
patients aged 65 or older to determine whether or not they respond differently from younger patients. Controlled 
clinical studies of CAPLYTA in the treatment of bipolar depression included patients aged 65 or older; the number 
of patients was not sufficient to determine whether or not they respond differently from younger patients.
Antipsychotic drugs increase the risk of death in elderly patients with dementia-related psychosis. CAPLYTA  
is not approved for the treatment of patients with dementia-related psychosis.
Hepatic Impairment - Patients with moderate (Child-Pugh class B) and severe (Child-Pugh class C) hepatic 
impairment generally had higher exposure to lumateperone than patients with normal hepatic function; therefore, 
a dosage reduction of CAPLYTA is recommended in patients with moderate or severe hepatic impairment.
No dosage adjustment is recommended for patients with mild hepatic impairment (Child-Pugh class A).

OVERDOSAGE
No specific antidotes for CAPLYTA are known. In managing overdose, provide supportive care, including  
close medical supervision and monitoring and consider the possibility of multiple drug involvement. In case of 
overdose, consult a Certified Poison Control Center (1-800-222-1222 or www.poison.org).
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Brief Summary of full Prescribing Information.
CAPLYTA® (lumateperone) capsules, for oral use
Initial U.S. Approval: 2019

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS WITH 
DEMENTIA-RELATED PSYCHOSIS; and SUICIDAL THOUGHTS AND BEHAVIORS

Increased Mortality in Elderly Patients with Dementia-Related Psychosis
Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at an increased  
risk of death. CAPLYTA is not approved for the treatment of patients with dementia-related psychosis. 

Suicidal Thoughts and Behaviors
Antidepressants increased the risk of suicidal thoughts and behaviors in pediatric and young adults in 
short-term studies. Closely monitor all antidepressant-treated patients for clinical worsening, and for 
emergence of suicidal thoughts and behaviors. The safety and effectiveness of CAPLYTA have not been 
established in pediatric patients.

INDICATIONS AND USAGE
CAPLYTA is indicated for the treatment of schizophrenia in adults and depressive episodes associated with 
bipolar I or II disorder (bipolar depression) in adults, as monotherapy and as adjunctive therapy with lithium  
or valproate.

DOSAGE AND ADMINISTRATION
Recommended Dosage: The recommended dosage of CAPLYTA is 42 mg administered orally once daily with or 
without food. Dose titration is not required. 
Dosage Recommendations for Concomitant Use with Moderate or Strong CYP3A4 Inhibitors:  
Coadministration with strong CYP3A4 Inhibitors – The recommended dosage for patients receiving strong  
CYP3A4 inhibitors is CAPLYTA 10.5 mg once daily. Coadministration with Moderate CYP3A4 Inhibitors - The  
recommended dosage for patients receiving moderate CYP3A4 inhibitors is CAPLYTA 21 mg once daily. 
Dosage Recommendations for Patients with Hepatic Impairment: For patients with moderate or severe hepatic 
impairment (Child-Pugh class B or C), the recommended dosage of CAPLYTA is 21 mg once daily. 

CONTRAINDICATIONS
CAPLYTA is contraindicated in patients with history of hypersensitivity reaction to lumateperone. Reactions have 
included pruritus, rash (e.g. allergic dermatitis, papular rash, and generalized rash), and urticaria. 

WARNINGS AND PRECAUTIONS
Increased Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly patients with dementia-related 
psychosis treated with antipsychotic drugs are at an increased risk of death. Analyses of 17 placebo-controlled 
trials (modal duration of 10 weeks), largely in patients taking atypical antipsychotic drugs, revealed a risk of 
death in the drug-treated patients of between 1.6 to 1.7 times that in placebo-treated patients. Over the course of 
a typical 10-week controlled trial, the rate of death in drug-treated patients was about 4.5%, compared to a rate 
of about 2.6% in placebo-treated patients. Although the causes of death were varied, most of the deaths appeared 
to be either cardiovascular (e.g., heart failure, sudden death) or infectious (e.g., pneumonia) in nature. CAPLYTA 
is not approved for the treatment of patients with dementia-related psychosis.
Suicidal Thoughts and Behaviors in Children, Adolescents and Young Adults: In pooled analyses of  
placebo-controlled trials of antidepressant drugs (SSRIs and other antidepressant classes) that included  
approximately 77,000 adult patients and 4,500 pediatric patients, the incidence of suicidal thoughts and  
behaviors in antidepressant-treated patients age 24 years and younger was greater than in placebo-treated  
patients. There was considerable variation in risk of suicidal thoughts and behaviors among drugs, but there was 
an increased risk identified in young patients for most drugs studied. There were differences in absolute risk 
of suicidal thoughts and behaviors across the different indications, with the highest incidence in patients with 
MDD. The risk differences (drug-placebo difference) in the number of cases of suicidal thoughts and behaviors 
in the pooled placebo-controlled trials of antidepressants in pediatric* and adult patients per 1000 patients 
treated are as follows: Increases Compared to Placebo – <18 years old: 14 additional patients; 18-24 years 
old: 5 additional patients. Decreases Compared to Placebo – 25-64 years old: 1 fewer patient; >65 years old:  
6 fewer patients. *CAPLYTA is not approved for use in pediatric patients.
It is unknown whether the risk of suicidal thoughts and behaviors in children, adolescents, and young 
adults extends to longer-term use, i.e., beyond four months. However, there is substantial evidence from  
placebo-controlled maintenance trials in adults with MDD that antidepressants delay the recurrence of  
depression and that depression itself is a risk factor for suicidal thoughts and behaviors.
Monitor all antidepressant-treated patients for any indication for clinical worsening and emergence of suicidal 
thoughts and behaviors, especially during the initial few months of drug therapy, and at times of dosage changes. 
Counsel family members or caregivers of patients to monitor for changes in behavior and to alert the healthcare 
provider. Consider changing the therapeutic regimen, including possibly discontinuing CAPLYTA, in patients 
whose depression is persistently worse, or who are experiencing suicidal thoughts or behaviors.
Cerebrovascular Adverse Reactions, Including Stroke, in Elderly Patients with Dementia-Related Psychosis: 
In placebo-controlled trials in elderly subjects with dementia, patients randomized to risperidone, aripiprazole, 
and olanzapine had a higher incidence of stroke and transient ischemic attack, including fatal stroke. CAPLYTA  
is not approved for the treatment of patients with dementia-related psychosis.
Neuroleptic Malignant Syndrome: Neuroleptic Malignant Syndrome (NMS), a potentially fatal symptom  
complex, has been reported in association with administration of antipsychotic drugs. Clinical manifestations  
of NMS are hyperpyrexia, muscle rigidity, delirium, and autonomic instability. Additional signs may include  
elevated creatinine phosphokinase, myoglobinuria (rhabdomyolysis), and acute renal failure. If NMS is  
suspected, immediately discontinue CAPLYTA and provide intensive symptomatic treatment and monitoring. 
Tardive Dyskinesia: Tardive dyskinesia, a syndrome consisting of potentially irreversible, involuntary, dyskinetic 
movements, may develop in patients treated with antipsychotic drugs. The risk appears to be highest among 
the elderly, especially elderly women, but it is not possible to predict which patients are likely to develop the 
syndrome. Whether antipsychotic drug products differ in their potential to cause tardive dyskinesia is unknown. 
The risk of tardive dyskinesia and the likelihood that it will become irreversible increase with the duration of 
treatment and the cumulative dose. The syndrome can develop after a relatively brief treatment period, even at 
low doses. It may also occur after discontinuation of treatment. 
Tardive dyskinesia may remit, partially or completely, if antipsychotic treatment is discontinued. Antipsychotic 
treatment itself, however, may suppress (or partially suppress) the signs and symptoms of the syndrome,  
possibly masking the underlying process. The effect that symptomatic suppression has upon the long-term 
course of tardive dyskinesia is unknown. 
Given these considerations, CAPLYTA should be prescribed in a manner most likely to reduce the risk of tardive  
dyskinesia. Chronic antipsychotic treatment should generally be reserved for patients: 1) who suffer from  
a chronic illness that is known to respond to antipsychotic drugs; and 2) for whom alternative, effective,  
but potentially less harmful treatments are not available or appropriate. In patients who do require chronic 
treatment, use the lowest dose and the shortest duration of treatment producing a satisfactory clinical response. 
Periodically reassess the need for continued treatment. 
If signs and symptoms of tardive dyskinesia appear in a patient on CAPLYTA, drug discontinuation should be 
considered. However, some patients may require treatment with CAPLYTA despite the presence of the syndrome. 

Metabolic Changes: Antipsychotic drugs have caused metabolic changes, including hyperglycemia, diabetes 
mellitus, dyslipidemia, and weight gain. Although all of the drugs in the class have been shown to produce  
some metabolic changes, each drug has its own specific risk profile.
Hyperglycemia and Diabetes Mellitus - Hyperglycemia, in some cases extreme and associated with ketoacidosis, 
hyperosmolar coma or death, has been reported in patients treated with antipsychotics. There have been reports 
of hyperglycemia in patients treated with CAPLYTA. Assess fasting plasma glucose before or soon after initiation 
of antipsychotic medication and monitor periodically during long-term treatment.
Schizophrenia - In pooled data from short-term (4- to 6-week), placebo-controlled trials of adult patients with 
schizophrenia, mean changes from baseline and the proportion of patients with shifts from normal to greater 
than normal levels of fasting glucose in patients treated with CAPLYTA were similar to those in patients treated 
with placebo.
In an uncontrolled open-label trial of CAPLYTA for up to 1 year in patients with stable schizophrenia, the  
percentages of patients with shifts in fasting glucose and insulin values from normal to high were 8% and 
12%, respectively. 4.7% of patients with normal hemoglobin A1c (<6.5%) at baseline developed elevated levels 
(≥6.5%) post-baseline.
Bipolar Depression - In data from short-term (6-week), placebo-controlled monotherapy and adjunctive therapy 
bipolar depression trials, mean changes from baseline and the proportion of patients with shifts from normal to 
greater than normal levels of fasting glucose and insulin in patients treated with CAPLYTA were similar to those 
in patients treated with placebo.
Dyslipidemia - Antipsychotics have caused adverse alterations in lipids. Before or soon after initiation of  
antipsychotic medications, obtain a fasting lipid profile at baseline and monitor periodically during treatment.
Schizophrenia - In pooled data from short-term (4- to 6-week), placebo-controlled trials of adult patients with 
schizophrenia, mean changes from baseline and the proportion of patients with shifts to higher levels of fasting 
total cholesterol and triglycerides were similar in patients treated with CAPLYTA and placebo.
In an uncontrolled open-label trial of CAPLYTA for up to 1 year in patients with stable schizophrenia, the  
percentages of patients with a shift from normal to high were 8%, 5%, and 4% for total cholesterol, triglycerides, 
and LDL cholesterol, respectively.
Bipolar Depression - In data from short-term (6-week), placebo-controlled monotherapy and adjunctive therapy 
bipolar depression trials, mean changes from baseline and the proportion of patients with shifts to higher levels 
of fasting total cholesterol and triglycerides were similar in patients treated with CAPLYTA and placebo.
In an uncontrolled open-label trial of CAPLYTA for up to 6 months in patients with bipolar depression, the  
proportion of patients with a shift from normal to high were 10%, 5%, and 2% for total cholesterol, triglycerides, 
and LDL cholesterol, respectively.
Weight Gain - Weight gain has been observed with use of antipsychotics. Monitor weight at baseline and  
frequently thereafter. 
Schizophrenia - In pooled data from placebo-controlled trials of adult patients with schizophrenia, mean changes 
from baseline and the proportion of patients with an increase in weight ≥7% from baseline to end of study was 
similar in patients treated with CAPLYTA and placebo. 
In an uncontrolled open-label trial of CAPLYTA for up to 1 year in patients with stable schizophrenia, the  
mean change in body weight was approximately -2 kg (SD 5.6) at Day 175 and approximately - 3.2 kg (SD 7.4) 
at Day 350.
Bipolar Depression - In data from short-term (6-week), placebo-controlled monotherapy and adjunctive therapy 
bipolar depression trials, mean changes from baseline and the proportion of patients with an increase in weight 
≥7% from baseline to end of study were similar in patients treated with CAPLYTA and placebo. 
In an uncontrolled open-label trial of CAPLYTA for up to 6 months in patients with bipolar depression, the  
mean change in body weight was -0.01 kg (SD 3.1) at Day 175.
Leukopenia, Neutropenia, and Agranulocytosis: 
Leukopenia and neutropenia have been reported during treatment with antipsychotic agents, including CAPLYTA. 
Agranulocytosis (including fatal cases) has been reported with other agents in the class. 
Possible risk factors for leukopenia and neutropenia include pre-existing low white blood cell count (WBC) or  
absolute neutrophil count (ANC) and history of drug-induced leukopenia or neutropenia. In patients with a 
pre-existing low WBC or ANC or a history of drug-induced leukopenia or neutropenia, perform a complete blood 
count (CBC) frequently during the first few months of therapy. In such patients, consider discontinuation of 
CAPLYTA at the first sign of a clinically significant decline in WBC in the absence of other causative factors.
Monitor patients with clinically significant neutropenia for fever or other symptoms or signs of infection and  
treat promptly if such symptoms or signs occur. Discontinue CAPLYTA in patients with absolute neutrophil  
count < 1000/mm3 and follow their WBC until recovery.
Orthostatic Hypotension and Syncope: Atypical antipsychotics cause orthostatic hypotension and syncope. 
Generally, the risk is greatest during initial dose administration. Orthostatic vital signs should be monitored in 
patients who are vulnerable to hypotension (e.g., elderly patients, patients with dehydration, hypovolemia, and 
concomitant treatment with antihypertensive medications), patients with known cardiovascular disease (history 
of myocardial infarction, ischemic heart disease, heart failure, or conduction abnormalities), and patients  
with cerebrovascular disease. CAPLYTA has not been evaluated in patients with a recent history of myocardial 
infarction or unstable cardiovascular disease. Such patients were excluded from pre-marketing clinical trials.
Schizophrenia - In pooled data from short-term (4- to 6-week), placebo-controlled schizophrenia trials, the  
frequencies of orthostatic hypotension for CAPLYTA and placebo were 0.7% and 0%, respectively. The rates  
of syncope for CAPLYTA and placebo were 0.2% and 0.2%. 
Bipolar Depression - In data from short-term (6-week), placebo-controlled monotherapy and adjunctive therapy 
bipolar depression trials, the frequencies of orthostatic hypotension for CAPLYTA and placebo were both 0%. 
The rates of syncope for CAPLYTA and placebo were 0.3% and 0.5%, respectively in the monotherapy trials,  
and there were no reports for CAPLYTA or placebo in the adjunctive therapy trial. 
Falls: Antipsychotics, including CAPLYTA, may cause somnolence, postural hypotension, and motor and sensory 
instability, which may lead to falls and, consequently, fractures and other injuries. For patients with diseases, 
conditions or medications that could exacerbate these effects, complete fall risk assessments when initiating 
antipsychotic treatment and periodically during long-term treatment.
Seizures: Like other antipsychotic drugs, CAPLYTA may cause seizures. The risk is greatest in patients with  
a history of seizures or with conditions that lower the seizure threshold. Conditions that lower the seizure  
threshold may be more prevalent in older patients.
Potential for Cognitive and Motor Impairment: 
CAPLYTA, like other antipsychotics, may cause somnolence and has the potential to impair judgment, thinking, 
and motor skills. Patients should be cautioned about operating hazardous machinery, including motor vehicles, 
until they are reasonably certain that therapy with CAPLYTA does not affect them adversely.
Schizophrenia - In short-term (i.e., 4- to 6-week), placebo-controlled clinical trials of patients with  
schizophrenia, somnolence and sedation were reported in 24% of CAPLYTA-treated patients, compared to 10% 
of placebo-treated patients.
Bipolar Depression - In short term (6-week), placebo-controlled monotherapy and adjunctive therapy bipolar  
depression clinical trials, somnolence and sedation were reported in 13% of CAPLYTA-treated patients,  
compared to 3% of placebo-treated patients. 

Body Temperature Dysregulation: Atypical antipsychotics may disrupt the body’s ability to reduce core body 
temperature. Strenuous exercise, exposure to extreme heat, dehydration, and anticholinergic medications may 
contribute to an elevation in core body temperature; use CAPLYTA with caution in patients who may experience 
these conditions.
Dysphagia: Esophageal dysmotility and aspiration have been associated with antipsychotic drug use.  
Antipsychotic drugs, including CAPLYTA, should be used cautiously in patients at risk for aspiration.

ADVERSE REACTIONS
Clinical Trials Experience: Because clinical trials are conducted under widely varying conditions, adverse  
reaction rates observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials  
of another drug and may not reflect the rates observed in practice.
The safety of CAPLYTA has been evaluated in placebo-controlled clinical trials in 2664 adult patients with  
schizophrenia and bipolar depression exposed to one or more doses. A total of 402 CAPLYTA-exposed patients 
had at least 6 months of exposure and 108 had at least 1 year of exposure to the 42-mg dose of CAPLYTA.
Schizophrenia - The following findings are based on the pooled short-term (4- to 6-week), placebo-controlled 
studies in adult patients with schizophrenia in which CAPLYTA was administered at a daily dose of 42 mg (n=406).
There was no single adverse reaction leading to discontinuation that occurred at a rate of >2% in  
CAPLYTA-treated patients.  
The most common adverse reactions (incidence of at least 5% of patients exposed to CAPLYTA and greater  
than twice the rate of placebo) are somnolence/sedation and dry mouth. 
Adverse reactions associated with CAPLYTA (incidence of at least 2% in patients exposed to CAPLYTA and greater 
than placebo) were as follows (adverse reaction is followed by percentage of patients treated with CAPLYTA  
42 mg (n=406) and patients treated with placebo (n=412) in parentheses): Somnolence/ Sedation (24%, 10%); 
Nausea (9%, 5%); Dry Mouth (6%, 2%); Dizziness1 (5%, 3%); Creatine Phosphokinase Increased (4%, 1%); 
Fatigue (3%, 1%); Vomiting (3%, 2%); Hepatic Transaminases Increased2 (2%, 1%); Decreased Appetite (2%, 
1%). 1Dizziness, dizziness postural; 2 ALT, AST, “hepatic enzymes” increased, or liver function test abnormal.
Bipolar Depression – Monotherapy
The following findings are based on the pooled short-term (6-week), placebo-controlled monotherapy  
bipolar depression studies in adult patients treated with CAPLYTA administered at a daily dose of 42 mg (N=372).
There was no single adverse reaction leading to discontinuation that occurred at a rate of >2% in  
CAPLYTA-treated patients.  
The most common adverse reactions (incidence of at least 5% of patients exposed to CAPLYTA and  
greater than twice the rate of placebo) are somnolence/sedation, dizziness, nausea, and dry mouth. 
Adverse reactions associated with CAPLYTA (incidence of at least 2% in patients exposed to CAPLYTA and  
greater than placebo) were as follows (adverse reaction is followed by percentage of patients treated with  
CAPLYTA 42 mg (n=372) and patients treated with placebo (n=374) in parentheses): Headache (14%, 8%);  
Somnolence/Sedation (13%, 3%); Dizziness1 (8%, 4%); Nausea (8%, 3%); Dry Mouth (5%, 1%); Diarrhea  
(4%, 2%); Vomiting (4%, 0%); Abdominal pain2 (2%, 1%); Upper respiratory tract infection (2%, 1%).  
 1Dizziness, dizziness postural; 2Abdominal discomfort, abdominal pain, abdominal pain upper and lower.
Bipolar Depression - Adjunctive Therapy with Lithium or Valproate - The following findings are based on a 
6-week, placebo-controlled adjunctive therapy bipolar depression study in adult patients treated with CAPLYTA 
administered at a daily dose of 42 mg (N=177).
There was no single adverse reaction leading to discontinuation that occurred at a rate of >2% in  
CAPLYTA-treated patients.  
The most common adverse reactions (incidence of at least 5% of patients exposed to CAPLYTA and greater  
than twice the rate of placebo) are somnolence/sedation, dizziness, nausea, and dry mouth. 
Adverse reactions associated with CAPLYTA (incidence of at least 2% in patients exposed to CAPLYTA and  
greater than placebo) were as follows (adverse reaction is followed by percentage of patients treated with  
CAPLYTA 42 mg (n=177) and patients treated with placebo (n=175) in parentheses): Somnolence/Sedation  
(13%, 3%); Dizziness1 (11%, 2%); Nausea (9%, 4%); Dry Mouth (5%, 1%); Vomiting (4%, 0%), Diarrhea  
(3%, 2%); Upper respiratory tract infection (3%, 1%); Blurred vision (3%, 1%), Increased blood prolactin  
(2%, 0%). 1Dizziness, dizziness postural.
Dystonia - Symptoms of dystonia, prolonged abnormal contractions of muscle groups, may occur in susceptible 
individuals during the first few days of treatment. Dystonic symptoms include: spasm of the neck muscles,  
sometimes progressing to tightness of the throat, swallowing difficulty, difficulty breathing, and/or protrusion 
of the tongue. Although these symptoms can occur at low doses, they occur more frequently and with greater 
severity with high potency and higher doses of first-generation antipsychotic drugs. An elevated risk of acute 
dystonia is observed in males and younger age groups.
Extrapyramidal Symptoms (EPS) - In the short-term, placebo-controlled schizophrenia and bipolar depression 
studies, data was objectively collected on the Simpson-Angus Scale (SAS) for EPS (total score ranges from  
0 to 40), the Barnes Akathisia Rating Scale (BARS) for akathisia (total score ranges from 0 to 14) and the  
Abnormal Involuntary Movement Scale (AIMS) for dyskinesia (total score ranges from 0 to 28).
Schizophrenia - In the 4- to 6-week, placebo-controlled schizophrenia trials, the frequency of reported events 
related to extrapyramidal symptoms (EPS), including akathisia, extrapyramidal disorder, muscle spasms,  
restlessness, musculoskeletal stiffness, dyskinesia, dystonia, muscle twitching, tardive dyskinesia, tremor, 
drooling, and involuntary muscle contractions was 6.7% for CAPLYTA and 6.3% for placebo. 
In the 4- to 6-week schizophrenia trials, the mean changes from baseline for CAPLYTA-treated patients and  
placebo-treated patients were 0.1 and 0 for the SAS, -0.1 and 0 for the BARS, and 0.1 and 0 for the AIMS, 
respectively.
Bipolar Depression - In the 6-week, monotherapy bipolar depression trials, the frequency of reported reactions  
related to EPS, including muscle spasms, dyskinesia, extrapyramidal disorder, movement disorder, tremor,  
restlessness, and akathisia was 1.3% for CAPLYTA and 1.1% for placebo. 
In a 6-week, adjunctive therapy bipolar depression trial, the frequency of reported reactions related to EPS,  
including tremor, muscle spasms, akathisia, extrapyramidal disorder, gait disturbance, and restlessness was 
4.0% for CAPLYTA and 2.3% for placebo. 
In the 6-week, monotherapy bipolar depression trials, the mean changes from baseline for CAPLYTA-treated 
patients and placebo-treated patients were 0 and 0 for the SAS, -0.1 and -0.1 for the BARS, and 0 and 0 for the 
AIMS, respectively. In the 6-week adjunctive therapy bipolar depression trial, the mean changes from baseline 
for CAPLYTA-treated patients and placebo-treated patients were 0 and 0 for the SAS, 0 and -0.1 for the BARS, 
and 0 and 0 for the AIMS, respectively.

DRUG INTERACTIONS
Drugs Having Clinically Important Interactions with CAPLYTA. CYP3A4 Inducers: Clinical Impact -  
Concomitant use of CAPLYTA with CYP3A4 inducers decreases the exposure of lumateperone. Invervention  
- Avoid concomitant use of CAPLYTA with CYP3A4 inducers. Moderate or Strong CYP3A4 Inhibitors:  
Clinical Impact - Concomitant use of CAPLYTA with moderate or strong CYP3A4 inhibitors increases  
lumateperone exposure, which may increase the risk of adverse reactions. Intervention - Reduce CAPLYTA  
dose when used concomitantly with moderate or strong CYP3A4 inhibitors.

USE IN SPECIFIC POPULATIONS
Pregnancy: Pregnancy Exposure Registry - There is a pregnancy exposure registry that monitors pregnancy  
outcomes in women exposed to atypical antipsychotics, including CAPLYTA, during pregnancy. Healthcare 
providers are encouraged to register patients by contacting the National Pregnancy Registry for Atypical  
Antipsychotics at 1-866-961-2388 or online at http://womensmentalhealth.org/clinical-and-research-programs/
pregnancyregistry/.
Risk Summary - Neonates exposed to antipsychotic drugs during the third trimester are at risk for  
extrapyramidal and/or withdrawal symptoms following delivery (see Clinical Considerations). Available data from 
case reports on CAPLYTA use in pregnant women are insufficient to establish any drug associated risks for 
birth defects, miscarriage, or adverse maternal or fetal outcomes. There are risks to the mother associated  
with untreated schizophrenia and with exposure to antipsychotics, including CAPLYTA, during pregnancy 
(see Clinical Considerations). In animal reproduction studies, no malformations were observed with oral  
administration of lumateperone to pregnant rats and rabbits during organogenesis at doses up to 2.4 and  
9.7 times, respectively, the maximum recommended human dose (MRHD) of 42 mg/day on a mg/m2

 

basis. When  
pregnant rats were administered lumateperone during the period of organogenesis through lactation, the  
number of perinatal deaths of pups was increased at 4.9 times the MRHD, with no adverse effects on pups at  
2.4 times the MRHD (see Data). 
The estimated background risk of major birth defects and miscarriage for the indicated population is unknown. 
All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the U.S. general  
population, the estimated background risk of major birth defects and miscarriage in clinically recognized  
pregnancies is 2 to 4% and 15 to 20%, respectively.
Clinical Considerations -  Disease associated maternal and/or embryo/fetal risk - There is risk to the mother 
from untreated schizophrenia, including increased risk of relapse, hospitalization, and suicide. Schizophrenia 
is associated with increased adverse perinatal outcomes, including preterm birth. It is not known if this is a  
direct result of the illness or other comorbid factors.
Fetal/neonatal adverse reactions - Extrapyramidal and/or withdrawal symptoms, including agitation, hypertonia, 
hypotonia, tremor, somnolence, respiratory distress, and feeding disorder have been reported in neonates who 
were exposed to antipsychotic drugs during the third trimester of pregnancy. These symptoms have varied  
in severity. Monitor neonates for extrapyramidal and/or withdrawal symptoms and manage symptoms  
appropriately. Some neonates recovered within hours or days without specific treatment; others required  
prolonged hospitalization.
Data - Animal Data - Pregnant rats were treated with oral doses of 3.5, 10.5, 21, and 63 mg/kg/day lumateperone  
(0.8, 2.4, 4.9, and 14.6 times the MRHD on a mg/m2

 

basis) during the period of organogenesis. No  
malformations were observed with lumateperone at doses up to 2.4 times the MRHD. Findings of decreased 
body weight were observed in fetuses at 4.9 and 14.6 times the MRHD. Findings of incomplete ossification  
and increased incidences of visceral and skeletal variations were recorded in fetuses at 14.6 times the MRHD,  
a dose that induced maternal toxicity.
Pregnant rabbits were treated with oral doses of 2.1, 7, and 21 mg/kg/day lumateperone (1.0, 3.2, and 9.7  
times the MRHD on a mg/m2

 

basis) during the period of organogenesis. Lumateperone did not cause adverse 
developmental effects at doses up to 9.7 times the MRHD. 
In a study in which pregnant rats were administered oral doses of 3.5, 10.5, and 21 mg/kg/day lumateperone 
(0.8, 2.4, and 4.9 times the MRHD on a mg/m2

 

basis) during the period of organogenesis and through lactation, 
the number of live-born pups was decreased at 2.4 and 4.9 times the MRHD, and early postnatal deaths increased 
at a dose 4.9 times the MRHD. Impaired nursing and decreased body weight gain in pups were observed at  
4.9 times, but not at 2.4 times, the MRHD.
Pregnant rats were treated with a human metabolite of lumateperone (reduced ketone metabolite) at oral doses of 
15, 60, and 100 mg/kg/day (1.2, 19, and 27 times the exposure to this metabolite at the MRHD of lumateperone 
based on AUC plasma exposure) during the period of organogenesis. This metabolite did not cause adverse 
developmental effects at a dose 1.2 times the exposure at the MRHD of lumateperone; however, it caused an 
increase in visceral malformations (cleft palate) at 27 times and skeletal malformations at 19 times the exposure 
at the MRHD of lumateperone, a dose that induced maternal toxicity.
Lactation: Risk Summary - There are no available data on the presence of lumateperone or its metabolites in  
human milk or animal milk, the effects on the breastfed infant, or the effects on milk production. Toxicity in animals  
has been linked to the formation of aniline metabolites of lumateperone. Although aniline metabolites were  
not present in (adult) humans at quantifiable levels, it is unknown whether infants exposed to lumateperone 
will exhibit comparable lumateperone metabolism and elimination pathways as adults. In addition, there are 
published reports of sedation, failure to thrive, jitteriness, and extrapyramidal symptoms (tremors and abnormal 
muscle movements) in breastfed infants exposed to antipsychotics. Based on findings of toxicity in animal  
studies and the potential for serious adverse reactions in the breastfed infant, breastfeeding is not recommended 
during treatment with lumateperone. 
Females and Males of Reproductive Potential: Infertility - Based on findings from animal studies, lumateperone 
may impair male and female fertility. 
Pediatric Use: Safety and effectiveness of CAPLYTA have not been established in pediatric patients.  
Antidepressants increased the risk of suicidal thoughts and behaviors in pediatric patients.
Geriatric Use: Controlled clinical studies of CAPLYTA in the treatment of schizophrenia did not include any 
patients aged 65 or older to determine whether or not they respond differently from younger patients. Controlled 
clinical studies of CAPLYTA in the treatment of bipolar depression included patients aged 65 or older; the number 
of patients was not sufficient to determine whether or not they respond differently from younger patients.
Antipsychotic drugs increase the risk of death in elderly patients with dementia-related psychosis. CAPLYTA  
is not approved for the treatment of patients with dementia-related psychosis.
Hepatic Impairment - Patients with moderate (Child-Pugh class B) and severe (Child-Pugh class C) hepatic 
impairment generally had higher exposure to lumateperone than patients with normal hepatic function; therefore, 
a dosage reduction of CAPLYTA is recommended in patients with moderate or severe hepatic impairment.
No dosage adjustment is recommended for patients with mild hepatic impairment (Child-Pugh class A).

OVERDOSAGE
No specific antidotes for CAPLYTA are known. In managing overdose, provide supportive care, including  
close medical supervision and monitoring and consider the possibility of multiple drug involvement. In case of 
overdose, consult a Certified Poison Control Center (1-800-222-1222 or www.poison.org).

Distributed by Intra-Cellular Therapies, Inc. 
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Is organized medicine declining? As allied 
organizations within health care grow and 
become increasingly politically active, what 
is happening to membership in physician 

organizations? Considering the growing stressors 
of gun violence and the COVID-19 pandemic, as 
well as rising health care costs, the scope of prac-
tice issues, physician well-being, and government 
intrusion on medical decision-making, today 
clinicians, the fi eld, and our patients need more 
help than ever. Is there still strength in numbers?  

According to results of the 2018 Survey of 
America’s Physicians: Practice Patterns and Per-
spectives, 80% of physicians said they were at full 
capacity or overextended, and 78% sometimes or 
always experienced burnout.1 The COVID-19 pan-
demic has only worsened these statistics. Results 
of a 2021 study showed that rates of US physician 
burnout during the fi rst year of the pandemic 
increased over time among 4 of 5 frontline special-
ties, with the greatest increases among hospitalist 
and primary care respondents.2 Organized med-
icine and specialty organizations are key pillars 
of support for individual physicians that provide 
opportunities to advocate for more funding and 
resources for the medical system and education. 

In the 1950s, approximately 75% of practicing 
physicians in the United States were members of 
the American Medical Association (AMA).3 As of 
December 2016, AMA membership comprised 
approximately one-sixth of the nation’s physi-
cians, according to an article published by Mother 
Jones.4 Subsequently, the AMA has intentionally 
worked on representing its members and patients 
through strategic work on 3 core pillars of advo-
cacy, innovation, and equity, which has helped fuel 
10 consecutive years of membership growth with a 
35% cumulative increase in members from 2011 to 
2021.5 So what is happening with psychiatry? 

The American Psychiatric Association
Each year when the American Psychiatric Asso-
ciation (APA) membership renewals come into 
members’ inboxes, there are complaints about 
the ever-increasing price. With practice expenses 
and conference fees, along with membership 
dues, we again ask ourselves, “Why are we APA 
members? What are we paying for?” APA mem-

bership showed a 14% growth from 2013 to 2018,6

but most recently membership count through 
year-end 2020 declined 3.6% from the previous 
year, from 38,799 to 37,420 (Figure7). Of note, 
involvement of members has been an additional 
issue; for instance, only 19.39% of eligible APA 
members voted in the 2021 APA election.7

APA’s recent decrease in membership is 
thought to be primarily due to the impact of the 
COVID-19 pandemic. In the busy world of psy-
chiatric practice, especially with increased patient 
and staffi  ng demands due to the pandemic-in-
duced mental health crisis, psychiatrists often feel 
isolated and may fi nd it hard to recognize how 
organized medicine and the APA can be help-
ful. With the rise of other mental health disci-
plines, some psychiatrists additionally feel that 
organized psychiatry is not helping psychiatric 
physicians and the fi eld. They instead just want to 
get their paperwork completed, patients seen, and 
research statistics completed. 

It is important to remember that the APA 
contributes to education and growth of not only 
individual psychiatrists, but also the profession as a 
whole. It provides robust educational opportunities 
through free and discounted subscriptions, journals 
and online newsletters, free online continuing 
medical education (CME) learning modules, and 
discounted registration to the APA Annual Meeting 
and Mental Health Services Conference, among 
others. Additionally, the APA provides practice 
tools such as free participation in PsychPRO, its 
national mental health registry; access to practice 
management tools; networking and professional 
development; leadership opportunities; and access 

to career search databases. There are additional 
member benefi ts for resident-fellow members, 
including discounted membership, online forums, 
and specifi c educational opportunities. 

As with any organization, the APA is not 
perfect; it is working on improving diversity and 
health equity, but members need to be part of the 
change they want to see. The board of trustees 
has hired independent consultants to continue to 
address these issues.  

Elie G. Aoun, MD, MRO, the APA early career 
psychiatrist trustee at large, describes the organi-
zation as his professional home and a place that 
has provided support and growth as he moved 
through his career. 

“I consider myself a child of the APA. 
I joined the organization soon after I 
moved to the United States and was 
fascinated by its structure. I joined 
the assembly as the representative for 
residents and fellows, then applied and 
was selected for the APA Leadership 
Fellowship. That a� orded me the most 
exciting professional opportunity of 
my career. I had a seat on the Council 
on Addiction Psychiatry…a seat at the 
table with the most brilliant minds in 
addiction psychiatry—leaders whose 
books I had learned from.”

Even more important is the APA’s role to 
advocate and lobby on behalf of the psychiatric 
profession and national mental health issues. 
Some may say that the APA is not doing enough 

Organized Psychiatry Provides Strength 
and Value to Mental Health Professionals

36,213

34,807

2002 2004 2006 2008 2010 20142012 2016 2018 2020

35,359

35,086

35,816

36,438 36,467
35,899

35,237

34,338

33,387

35,003

36,490

37,530
37,896

38,617

38,799

37,420

33,862

A
P

A
 T

ot
al

 M
em

b
er

sh
op

 C
ou

nt

Year

FIGURE.    APA Membership From 2002 to 20207



29Psychiatry & Society
M

A
R

C
H

 2
0

2
3

and has been slow on specifi c practice issues, 
but there is no other organization advocating on 
behalf of general psychiatry. The APA is built on 
its members and needs our support to direct its 
eff orts. The APA continues to lead the fi ght for 
mental health parity, telehealth, collaborative 
care, graduate medical education (GME) funding, 
and fi ghting against nonphysician scope of prac-
tice legislation. APA dues may seem expensive 
compared with the fees of other organizations, 
but the annual fee includes not only national and 
local district branch dues, but also support for 
local and national lobbying eff orts.

Aoun constantly encourages trainees to not 
only join the organization, but also participate as 
actively as they can in the opportunities the APA 
has to off er. “What a missed opportunity it is to 
not take part of the incredible action the APA 
leads,” he said.

The American Academy of Psychiatry 
and the Law
Specialty organizations also have been struggling to 
keep members active during these changing times. 
The American Academy of Psychiatry and the Law 
(AAPL) is an organization of psychiatrists dedicated 
to excellence in practice, teaching, and research in 
forensic psychiatry. Although AAPL membership 
peaked in 2019 at 1890 members, membership 
dropped by 20% to a nadir of 1505 by May 2021 
before increasing slightly to 1519 members by Janu-
ary 2022. Most concerningly, the drop in member-
ship during the pandemic has been primarily due to 
the loss of resident and fellow members. 

AAPL members are required to be members 
of the APA, the American Academy of Child and 
Adolescent Psychiatry, or the Canadian Psychi-
atric Association. Therefore, the challenges the 
APA faces in getting psychiatrists to recognize 
the benefi ts of joining their organization are 
even more pronounced for forensic subspe-
cialists who are considering joining 2 separate 
organizations, each with membership dues. 
However, there are a number of benefi ts to AAPL 

membership (Table8).
One of the benefi ts most frequently cited by 

AAPL members is the opportunity to connect 
and collaborate with forensic colleagues world-
wide. Give that it is a small subspecialty fi eld, 

forensic psychiatrists benefi t from networking for 
academic and job opportunities. Networking is 
especially valuable for rural and private practice 
forensic psychiatrists, whose daily work of solo 
forensic evaluations, followed by seemingly end-
less report writing, can be especially isolating yet 
paradoxically reliant on strong networks for case 
referrals. Networking opportunities within AAPL 
include not only informal ones, but also formal 
mentoring programs including the Rappeport 
Fellowship for third-year psychiatry residents 
interested in forensic psychiatry and the Wom-
en’s Committee’s newly developed small group 
mentoring program. 

Like the APA, AAPL also provides members 
with educational opportunities, including a main-
tenance of certifi cation (MOC) self-assessment, 
free virtual AAPL CME presentations, mailed 
copies of Journal of the American Academy of 
Psychiatry and the Law and the AAPL news-
letter, and discounted registration rates for the 
annual AAPL meeting and forensic psychiatry 
board review course. Reduced membership rates 
are available for trainees and students. 

AAPL members have opportunities to seek 
leadership positions by joining AAPL commit-
tees and pursuing positions on AAPL’s executive 
council. Members can apply for a members-only 
educational or research grant from the AAPL 
Institute for Education and Research.

Finally, and perhaps most importantly, both 
academic journals and general media have 
focused on the intersection of mental health and 
the criminal justice system as structural inequi-
ties are increasingly exposed. Forensic psychi-
atry is not only a practice of independent court 
evaluators, but a fi eld of public and correctional 
psychiatrists addressing mental health treatment 
and disparities in care in the criminal justice sys-
tem. As the national organization of forensic psy-
chiatrists, AAPL is situated at the heart of these 
issues, and AAPL membership provides forensic 
psychiatrists with an opportunity to shape and 
infl uence the fi eld of forensic psychiatry. 

TABLE. Reasons to Join the American Academy 
of Psychiatry and the Law8

1 Your voice: Shape and infl uence the fi eld of 
forensic psychiatry.

2 Networking: Connect and collaborate with 
forensic colleagues worldwide.

3 Discounted rates: Receive special member 
registration rates for the American Academy 

of Psychiatry and the Law (AAPL) annual meeting, 
forensic psychiatry board review course, and other 
o� erings. There also are reduced membership 
rates for trainees and students.

4 Learning: Access forensic psychiatry 
MOC self-assessment and free virtual 

AAPL continuing medical education (CME) 
presentations. Receive mailed copies of Journal of 
the American Academy of Psychiatry and the Law
and the AAPL newsletter.

5 Leadership: Join AAPL committees and 
pursue opportunities within AAPL’s executive 

council.

6 Professional profi le: Gain visibility, award 
recognition, and career development 

opportunities.

7 Teaching: Participate in CME presentations 
through AAPL committees.

8 Mentorship: Pursue forensic mentorship 
opportunities.

9 Jobs: Explore and recruit for fellowships and 
other employment positions that you need to fi ll.

10 Funding support: Apply for a members-
only grant from the AAPL Institute for 

Education and Research.

Reprinted with permission from the American Academy of Psychiatry 
and the Law

New Treatments for Postpartum 
Depression on the Horizon Postpartum depression 
(PPD) and major depressive disorder (MDD) in pregnant and postpartum 
women are severely underdiagnosed and undertreated. What can we do to 
help these patients? In this episode of Wellbeing Checkup, Anita Clayton, MD, 
of the University of Virginia and Nathan Bryson, PhD, of Reunion Neuroscience 
discuss PPD and MDD diagnoses in pregnant and postpartum patients, as 
well as the potential of more convenient, faster-acting psychedelic-derived 
treatments for PPD and MDD.   medicalworldnews.com/view/wellbeing-
checkup-postpartum-depression
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Making New Year’s 
resolutions can 
be beneficial for 
individuals who follow 

through with them. But many—including 
my former self—either do not really use 
January 1 as a reset or only keep up their 
resolutions for a few weeks or months. 
If you are in the latter category, here are 
some ideas to consider. 

We often know which changes 
we should make to live better, more 
fulfilling lives, but unhelpful thoughts 
sometimes get in the way. Does this 
sound familiar? “I am too busy or 
stressed right now. I will wait until 
January 1 to start exercising/watch 
what I eat/keep my desk in order/stay 
in better contact with friends.” The list 
could go on. But what is the harm in 
putting off important changes?

Suppose your goal (whether it is 
a New Year’s resolution or not) is to 
exercise 3 times a week. Every time 
you think, “I know I shouldn’t skip 
exercising this week, but it won’t 
really matter,” you are reinforcing the 
“giving in” part of your brain. This 
tendency to give in is strengthened 
every time you do what you want to 
do in the moment instead of what 
will help you reach your goals. On 
the other hand, every time you take 
the long view and act in alignment 
with your values or aspirations, you 
strengthen the self-control part of 
your brain. 

If you look at the situation 
narrowly, of course it does not matter 
if you plan to exercise 3 times and 
do not do so at all for 1 week. But if 
not following through with your plan 

becomes a habit, week after week, it 
will be much harder to change. You 
may lose confidence in your ability to 
make sustained change. After a while, 
you also may start to feel a little out of 
control. That is a negative feeling for 
most of us. 

If you want to continue setting New 
Year’s resolutions, go ahead. On the 
other hand, you could just decide 
that today is better than tomorrow 
and start working on your goal 
immediately, regardless of the time of 
year. 

You likely will be more successful by 
doing the following: 

  Choosing a behavior you want to change 
  Determining what is reasonable and 
sustainable, given your responsibilities, 
energy, and time constraints 

  Anticipating practical problems and 
ways to solve them

  Predicting unhelpful thoughts and ways 
of responding to them

  Setting up a system to reward yourself 
for following through

  Being compassionate with yourself 
when you deviate from your plan—and 
then getting back on track 

  Creating an accountability system 
(tracking your progress or regularly 
reporting it to a friend)

New Year’s Day may be a customary 
occasion for starting to improve your 
life—but it does not have to be. Even 
if you have not started or continued 
your resolutions for this year, think 
how much better you will feel if you 
start today.

Dr Beck is president of Beck Institute 
for Cognitive Behavior Therapy in Bala 
Cynwyd, Pennsylvania, and a clinical 
professor of psychology in psychiatry at the 
University of Pennsylvania in Philadelphia. 

New Year’s Day Has 
Passed—but There’s Still 

Time for Resolutions

According to Susan Hatters-Friedman, MD, current presi-
dent of AAPL:

 “AAPL is a professional home for many foren-
sic psychiatrists….AAPL has remained vital to 
members during the pandemic, shifting to online 
annual meetings but also to online live program-
ming, including workshops, lectures by senior 
leaders, committee meetings, and town hall meet-
ings. AAPL is a leader in the world within forensic 
psychiatry. AAPL’s ethical guidelines and AAPL’s 
practice resources, ranging from conducting the 
forensic assessment to correctional prescribing, 
are invaluable to the practice of forensic psychi-
atry. This is not just within ourselves but has 
importance within the justice system and outside 
of North America too. As AAPL members, we have 
the opportunity to comment on and help contrib-
ute to these guidelines. At AAPL, we can have a 
voice in the future of our field.”

The Challenge 
Early-career psychiatrists and psychiatrists in training should 
not underestimate the opportunities that organized psychiatry 
can provide as they develop their career trajectory. For psy-
chiatrists in midcareer and beyond, becoming more involved 
in local and national organizations provides opportunities to 
look beyond day-to-day practice and challenge themselves to 
continue to learn and give back to the field. 

Other medical fields are growing and uniting to advocate for 
their professions. Psychiatrists need to work together to sup-
port each other and the field. Specifically, we need to advocate 
for our patients and our profession and to protect our scope of 
practice. The time is now!

Dr Kushner is senior psychiatrist and director of psychiatric education 
at NYC Health + Hospitals Correctional Health Services and clinical 
assistant professor in the Department of Psychiatry at the NYU Gross-
man School of Medicine in New York, New York. Dr Nesbit is the deputy 
chief medical officer of Central Regional Hospital in Butner, North Caro-
lina, and an adjunct assistant professor in the Department of Psychiatry 
at the University of North Carolina at Chapel Hill. Dr Holmberg is an 
adult and forensic psychiatrist in private practice in Draper, Utah. He is 
an adjunct assistant professor of psychiatry in the University of Utah’s 
Department of Psychiatry and medical director of Strive Psychiatry in 
Draper. Dr Ostermeyer is professor and chairman, the Paul and Ruth 
Jonas Chair in Mental Health, and chief of psychiatry for OU Health at 
the University of Oklahoma College of Medicine in Oklahoma City.
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CASE STUDY  “Mr Shear” is a 40-year-old male 
patient seen by the general hospital psychiatric consul-
tation service after being admitted for abdominal pain, 
laboratory derangements, and failure to thrive. His chart 
mentions history of childhood physical abuse as well as 
military sexual trauma while serving in the US Army during 
his early 20s. After an honorable discharge, he suffered a 
traumatic brain injury due to a motorcycle accident. Follow-
ing a lengthy hospitalization and subsequent rehabilitation, 
he worked as a janitor in an office complex and was noted 
for his impeccable diligence and perfect attendance. He 
lived with a girlfriend in his early 30s and had 2 children with 
her. His behavior started becoming more erratic around 
his 35th birthday. He began disappearing from the home 
for increasingly lengthy periods and reported auditory 
hallucinations of music and “babies crying.” He became 
more withdrawn and started missing work, leading to his 
termination as a janitor. One day, he left home and did not 
return. His girlfriend dropped off their 2 children with Mr 
Shear’s mother and left town as well. 

Four years later, his mother received a call from Mr 
Shear. He had been staying with a friend from high school 
for unknown reasons, and now that the friend had been di-
agnosed with Huntington disease, Mr Shear could no lon-
ger stay there and needed to return home. Since arriving 
home, his mother reported that “he is like a different per-
son.” Once a highly attentive father, he almost completely 
ignored his young children and spent most of his time 
watching TV or on his phone. During the past 6 months, his 
behavior became even more withdrawn, so that he was no 
longer watching TV but just sitting and staring. He refused 
to bathe or use the restroom, often urinating and defecat-
ing on himself. When he did get up to use the restroom after 
multiple requests by his mother, he would spend increas-
ingly lengthy periods in the bathroom. A few weeks before 
admission, he spent nearly 3 days locked in the bathroom. 

He stopped eating and drinking, citing abdominal pain, and 
spoke only in 1-to-3-word sentences. His mother eventual-
ly called 911 when he became unresponsive after not eating 
anything for 1 week. 

Upon arrival at the emergency department, he was 
found to be hypothermic with hypernatremia, leukocytosis, 
rhabdomyolysis, and an acute kidney injury. He was warmed 
and resuscitated with intravenous (IV) fluids and admitted 
to the general hospital floor, where his electrolytes were 
slowly corrected. An esophagogastroduodenoscopy was 
performed, and he received a diagnosis of gastric ulcers and 
H. pylori and started on triple antibiotic therapy. Throughout 
this treatment and work-up, he remained minimally respon-
sive. The psychiatric consultation service noted immobility, 
staring, and mutism, although he did not show signs of 
posturing or rigidity suggestive of catatonia. 

Despite low clinical suspicion for catatonia, a 2-mg IV 
lorazepam trial was nevertheless attempted, to which 
he demonstrated remarkable improvement in length of 
speech, engagement, and responsiveness. He was able 
to express that he was still having considerable abdominal 
pain, at which time pain medication regimen was optimized 
by the pain medicine service. He underwent daily assess-
ments by the psychiatry service and was noted to be more 
withdrawn when IV lorazepam had to be delayed due to 
receiving coinciding opioid pain medications or due to a 
staffing shortage. He was started on a regimen of IV loraz-
epam 4 times daily, which was successfully transitioned to 
oral formulation. On lorazepam, he was noted to start using 
the restroom independently, expressing his needs, eating 
and drinking appropriately, and having brief conversations 
with his medical teams. Due to concerns about caregiv-
er burnout from frequent dosing of lorazepam, he was 
transitioned to oral diazepam twice daily. At outpatient 
psychiatric follow-up several weeks after discharge from 
the hospital, he was noted to maintain the improvements in 
speech and behavior and began slowly to taper off diaze-
pam under psychiatrist supervision. 

Prisoner of the Brain: Recognizing the 
Serious Implications of Catatonia

Series Editor Nidal Moukaddam, MD, PhD
Tales From the Clinic: The Art of Psychiatry

In this installment of Tales From the Clinic: The Art of Psychiatry, we discuss catatonia, originally described by Karl Kahlbaum, MD, a German psychiatrist. 

At the time, and as we understand it now, catatonia was described as a diagnostic label that combines different clinical presentations and often presents 

as an add-on to other psychiatric or medical illnesses. Catatonic symptoms range from motoric immobility and mutism to purposeless excitement, 

which makes diagnosis challenging. Our understanding of the neurobiology and physiological underpinnings of this disease is woefully incomplete, and 

we hope this installment helps shed light on catatonia and draws readers’ attention to early diagnosis of this intriguing entity.

Definition
Catatonia is a distinct syndrome 
marked by a heterogeneous constel-
lation of hallmark signs and symp-
toms. It is associated with both psy-
chiatric etiologies, known as primary 
catatonia, and other neuromedical 
conditions, or secondary catatonia.1 
Catatonia was first described by Karl 
Kahlbaum in 1874, and unfortunately 
it was nosologically associated pri-
marily with schizophrenia syndromes 
until as recently as the 1990s.2,3 We 
now know that, among primary 
psychiatric causes of catatonia, mood 
disorders such as bipolar disorder 
and major depressive disorder are 
much more commonly associated. In 
general, catatonia is associated with a 
primary psychiatric etiology in about 
75% of cases and with secondary 
causes in about 25%.4 In the DSM-5, 
catatonia is a specifier for psychosis 
and mood disorders.

Symptoms and Diagnosis
On inpatient psychiatric consultation 
services, catatonia is most diagnosed 
using the Bush-Francis Catatonia 
Rating Scale, although other diagnos-
tic scales exist. Characteristic signs 
and symptoms are defined and can 
be found in Table 1. The exact num-
ber of positive diagnostic features 
needed to diagnose catatonia is con-
troversial, with Bush-Francis requir-
ing 2 of 14 “screening” symptoms, 
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whereas the DSM-5 requires 3 of 12 symptoms. At 
any rate, catatonia is thought to be significantly 
underrecognized, and it is important to routinely 
screen for it among hospitalized patients.5 

Etiologies
Causes of secondary catatonia are broad and 
include both direct central nervous system (CNS) 
insults as well as systemic conditions. Common 
causes include stroke, seizures, CNS lesions, 
infections, and systemic lupus erythematosus. 
Limbic encephalitis can also be responsible, with 
anti–NMDA receptor encephalitis being the most 
common form associated with catatonia.6 Other 
causes may include endocrinopathies, metabolic 
disorders, poisoning, or drug-related circum-
stances. Notably, dopamine antagonists such as 
antipsychotic medications may cause catatonia, 
although low-potency antipsychotics are some-
times used in specific cases of catatonia associ-
ated with psychotic conditions. Drugs of abuse—
including hallucinogens, stimulants, alcohol, and 
synthetic cannabinoids—and withdrawal of GABA 
or dopamine agonists have also been implicated. 

It is important to complete a thorough neu-
romedical work-up when catatonia is suspected 

to evaluate for a secondary cause. This might 
include a metabolic panel, toxicology screen, 
infectious screen, autoimmune screen (eryth-
rocyte sedimentation rate, C-reactive protein, 
antinuclear antibodies, paraneoplastic panel), 
creatine kinase levels (to monitor for malignant 
form), iron studies, electroencephalogram, head 
CT or MRI, and possibly a lumbar puncture.4,7-10  

Catatonia Subtypes
Various subtypes of catatonia have been described, 
including the classic stuporous catatonia, excited 
catatonia, delirious mania, and the potentially 
life-threatening lethal or malignant catato-
nia (Table 2). In the stuporous form, patients 
demonstrate severe withdrawal, immobility, and 
mutism, and inpatient services may have a hard 
time distinguishing between catatonic withdrawal 
and sedation. In contrast, the excited subtype is 
characterized by hyperactivity, with verbigeration, 
stereotyped movements, negativism, or impulsiv-
ity. Malignant catatonia, a psychiatric emergency, 
is marked by fever, autonomic instability, and 
elevated creatine kinase.11 Delirious mania is a 
specific form of excited catatonia that also overlaps 
with malignant catatonia, marked by features of 
mania (grandiosity, emotional lability, delusions, 
insomnia), altered arousal suggestive of delirium, 
and autonomic instability.4,10 

Treatment
The mainstays of treatment for catatonia involve 
pharmacologic treatment as well as supportive 
care to manage the physical complications asso-
ciated with immobility and poor oral intake. The 
initial approach to nonmalignant forms of catato-
nia involves a challenge of 2 mg of IV lorazepam. 
If IV access is not available, an intramuscular 
route can be used, although this is not preferred 
given risks of iatrogenic harm. Though less effec-
tive than parenteral forms, sublingual lorazepam 
is also available and is more effective than the 
oral form. A positive response to the lorazepam 

challenge is often quickly apparent, with marked 
improvement in motor and speech symptoms 
within several minutes. In some cases, a more 
diminished improvement may be seen over a lon-
ger period, such as 30 to 120 minutes. Although 
sedation with benzodiazepines is decreased in 
catatonia, falling asleep after a lorazepam chal-
lenge does not necessarily rule out the syndrome. 
Similarly, a negative challenge does not rule it out 
in cases with high clinical suspicion. 

Electroconvulsive therapy (ECT) is used in 
cases that fail to respond to benzodiazepines or in 
malignant catatonia, and delays in administration 
of ECT in malignant catatonia are associated with 
increased mortality. Amantadine, memantine, 
zolpidem, and topiramate have also been used 
in cases that do not respond fully to benzodiaze-
pines.4,7,10 

Dr Vijayvargiya is an assistant professor in the Depart-
ment of Psychiatry at the University of Florida College of 
Medicine in Gainesville. 

References
1. Taylor MA. Catatonia: a review of a behavioral neurologic syndrome. 
Neuropsychiatry Neuropsychol Behav Neurol. 1990;3(1):48-72. 

2. Fink M, Taylor MA. Catatonia: a separate category in DSM-IV? 
Integr Psychiatr. 1991;7(1):2-10. 

3. Kahlbaum K. Catatonia. Johns Hopkins University Press; 1973. 

4. Hebert C. Psychosis III: Catatonia. American Physician Institute for 
Advanced Professional Studies; 2022.

5. Sienaert P, Rooseleer J, De Fruyt J. Measuring catatonia: a system-
atic review of rating scales. J Affect Disord. 2011;135(1-3):1-9. 

6. Ali S, Welch CA, Park LT, et al. Encephalitis and catatonia treated 
with ECT. Cogn Behav Neurol. 2008;21(1):46-51. 

7. Beach SR, Gomez-Bernal F, Huffman JC, Fricchione GL. Alternative 
treatment strategies for catatonia: a systematic review. Gen Hosp 
Psychiatry. 2017;48:1-19. 

8. Bey T, Patel A. Phencyclidine intoxication and adverse effects: a 
clinical and pharmacological review of an illicit drug. Cal J Emerg Med. 
2007;8(1):9-14. 

9. Espi Forcen F, Respino M, Eloge J, et al. Catatonia in the medically 
ill: differences and parallels in etiology, phenomenology and manage-
ment. Int J Psychiatry Med. 2022;57(1):80-88. 

10. Fricchione GBS, Gross A, Huffman J, et al. Catatonia, neuroleptic 
malignant syndrome, and serotonin syndrome. In: Massachusetts 
General Hospital Handbook of General Hospital Psychiatry. Elsevier; 
2018:253-261.

11. Desai S, Hirachan T, Toma A, Gerolemou A. Malignant catatonia 
versus neuroleptic malignant syndrome. Cureus. 2021;13(6):e15818.  

TABLE 2. Subtypes of Catatonia

STUPOROUS EXCITED MALIGNANT DELIRIOUS MANIA PERIODIC

   Withdrawal, isolation, immobility, mutism

   Often confused with sedation

  Presents with typical neuromuscular 
features like bizarre posturing 
(catalepsy), rigidity, waxy flexibility 
(initial resistance followed by less 
resistance to passive movement, often 
with maintenance of position placed in 
by examiner)

   Hyperactivity, 
verbigeration, 
stereotyped movements, 
negativism, impulsivity

  Patients may be 
highly agitated 
and/or combative

   Life-threatening condition

   Fever, autonomic 
instability, elevated CK, 
immobility, rigidity

   Overlap in presentation and 
pathophysiology with NMS

  Grandiosity, emotional lability, 
delusions, insomnia

   Features of delirium including 
altered sensorium, deficits in 
attention, acute confusion

   Characteristic 
psychomotor agitation

   Fluctuation between 
stuporous and excited 
forms occurring in 
cyclic pattern

   May have times in 
clinical remission 
followed by return 

TABLE 1. Characteristic Signs and 
Symptoms of Catatonia

  Excitement 
  Immobility/stupor
  Mutism
  Staring 
  Posturing/catalepsy 
  Grimacing
  Echopraxia/echolalia
  Stereotypy
  Mannerisms
  Verbigeration
  Rigidity
  Negativism

  Waxy flexibility
  Withdrawal
  Impulsivity
  Automatic obedience
  Mitgehen
  Gegenhalten
  Ambitendency
  Grasp reflex
  Perseveration
  Combativeness
  Autonomic  
abnormality
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Lewy Body Dementia: 
Unpacking a Neuropsychiatric Enigma
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To better understand Lewy body dementia (LBD), it 
is essential for clinicians to understand the poten-
tially confusing terminology used in its diagnosis—
and understanding the terminology means under-
standing the biology. Misfolded aggregates of the 
abundant physiological presynaptic protein α-synu-
clein in the somatodendritic compartment of neurons 
and glial cells form the basis of a group of disorders 
called the synucleinopathies.1 In the Lewy-type 
α-synucleinopathies, α-synuclein aggregates in the 
neurons (Lewy bodies) and neuronal processes (Lewy 
neurites), but the synucleinopathies also include 
non-Lewy glial cytoplasmic inclusions, axonal spher-
oids, and other cytoplasmic neuronal inclusions.1

In idiopathic Parkinson disease (PD) without 
dementia, PD with dementia (PDD), and demen-
tia with Lewy bodies (DLB), Lewy bodies involve 
the postganglionic sympathetic neurons. These 3 
diseases, collectively, are called Lewy body disease. 
However, the term Lewy body dementia is used to 
indicate only PDD and DLB (Figure 1).2

The term atypical parkinsonian syndrome (APS) 
refers to several disorders, each of which usually 
presents with parkinsonism with varying pathology. 
Among the disorders classifi ed as APS are pro-
gressive supranuclear palsy (PSP) and corticobasal 
degeneration (CBD), which are both tauopathies, and 
the preganglionic non–Lewy-type synucleinopathy 
multisystem atrophy (MSA).

Finally, mixed pathologies are common in the 
neurodegenerative dementias. Cooccurring Alzhei-
mer disease (AD) pathology is found in about 10% 
of patients with PD, 35% of those with PDD, and 
70% of those with DLB.3 Cooccurring hippocampal 
TAR DNA-binding protein 43 (TDP43) pathology 
is reported in around 40% of autopsy-confi rmed 
cases of Lewy body disease (excluding incidental and 
brain-stem–only disease).4

The “1-year rule” is used to distinguish DLB from 
PDD. If cognitive symptoms emerge at the same time 
or at least 1 year before movement problems, the diag-
nosis is DLB, whereas PDD is diagnosed when cog-
nitive impairment occurs more than 1 year after the 

onset of parkinsonism. The 2015 Movement Disorders 
Society (MDS) clinical diagnostic criteria for PD rec-
ommended making a diagnosis of PD regardless of the 
presence or absence of dementia, thereby recognizing 
that the risk of cognitive impairment in PD is constant 
over time. The criteria also proposed the qualifi er PD 
(DLB subtype) for patients with DLB who eventually 
also meet the diagnostic criteria for PD. However, 
the latest diagnostic criteria for DLB still recommend 
diagnosing PDD when dementia occurs “in the context 
of well-established Parkinson disease.”5

Three phases in the evolution of the neurodegenerative 
dementias are now generally accepted: 
1. prodromal/preclinical, including subjective cognitive 

decline, 
2.  mild cognitive impairment (MCI; objective cognitive 

impairment without functional decline), and 
3.  dementia (objective cognitive and functional decline). 

Since most of the research in LBD has been 
done using the older clinical constructs of MCI and 
dementia, this article uses these terms instead of 
the newer, but not quite synonymous, constructs of 
major and mild neurocognitive disorder.6 A further 
discussion of the predementia stages of PD and DLB 
is outside the scope of this article, except to note 
that the most common cognitive phenotype of Lewy 
body disease in the MCI stage is nonamnestic. Unlike 

FIGURE 1. Lewy Body Disease Terminology
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amnestic patients who revert to normal cogni-
tion, nonamnestic patients who revert to normal 
cognition do not appear to normalize their risk of 
progression to dementia.7,8 These clinicopatho-
logic concepts are presented schematically in the 
Figure 2.

How Common Is LBD?
In community-dwelling patients with dementia 
65 years and older, the point prevalence of DLB is 
around 10%,9 with the highest prevalence in those 
aged 80 to 89 years.10 PDD accounts for 3% to 4% 
of the dementias in the community,11 and almost 
all patients with PD will develop cognitive impair-
ment if they live long enough.8 Some 20% of 
community-dwelling patients with PD are in the 
MCI stage at initial diagnosis, and they progress 
to dementia at an annual rate of around 10%.8 
LBD is more common in men than in women. 

Unpacking the Clinical Features
LBD is best understood as a systemic disease with 
neuropsychiatric symptoms. A side-by-side com-
parison of the current diagnostic features of PDD 
and DLB is presented in Table 1. 

Deficits can be present in several cognitive 
domains. Attention is not only impaired but may 
also fluctuate during the day and from day to day 
(fluctuating cognition), and information about 
deficits can be elicited from patients or caregiv-
ers by inquiring about spontaneous changes in 
attention or consciousness, including staring 
spells, daytime drowsiness or lethargy, and peri-
ods of disorganized speech. Almost all patients 
with DLB with fluctuating cognition have moder-
ate-to-severe parkinsonism. 

Three components of executive function—
updating, shifting, and inhibition of dominant 
responses—have been identified on latent variable 
analysis,12 and they may all be impaired in LBD. 
The reduced mental speed (bradyphrenia) that is 
typically seen in PD is included under executive 
functions in the 2007 PDD criteria. Phonemic 
fluency and the clock draw test are recommended 
for clinical screening, although neither is a pure 
test of executive functions. 

Visuospatial deficits include impairment in 
visuospatial orientation, perception, and con-
struction. Studies have found minimal, if any, 
differences in visuospatial impairment between 
DLB and PDD on neuropsychological testing.13,14 

Although the deficits in LBD are primarily sub-
cortical, deficits in the cortical domains (mem-
ory, language) have also been reported in about 
one-third of those with PDD and one-quarter of 
those with DLB living in the community.15 Unlike 
in AD dementia, the amnestic disorder in LBD 
is not of the hippocampal type (ie, the mem-
ory deficit usually improves with cueing). The 
2007 PDD criteria clearly state this and include 
memory impairment as an associated clinical 
feature, while the 2017 DLB criteria only mention 
that memory impairment is “usually evident with 

progression.” Language deficits are also described 
under associated clinical features of PDD—“word-
finding difficulties and impaired comprehension 
of complex sentences may be present”—but they 
are not included in the diagnostic criteria for 
either probable PDD or DLB.16 

Behavioral symptoms in both sets of diagnostic 

criteria include psychotic and mood symptoms. 
The most common psychotic symptoms in Lewy 
body disease are hallucinations, along with par-
anoid and phantom boarder delusions.17 Hallu-
cinations are significantly more common in DLB 
(occurring in about 80% of cases) than in PDD 
(40% to 65%) and PD (14%), and visual halluci-

FIGURE 2. Schematic Representation of the Evolution of the Lewy Body Dementias and the 
Corresponding Proteinopathies
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TABLE 1. Side-by-Side Comparison of the Diagnostic Features of Lewy Body Dementia
Diagnostic feature Parkinson disease dementia16 Dementia with Lewy bodies5 

Dementia syndrome Core Essential

Fluctuating cognition Associated; fluctuating cognition is 
included with impaired attention 

Core

Impaired attention Essential; included in the 
description of dementiaExecutive dysfunction Associated

Memory 

Visuospatial deficits

Movement disorder Core-preexisting Parkinson disease Core-spontaneous 
parkinsonism 

REM-sleep behavior disorder Not included Core

Visual hallucinations Associated

Apathy Supportive 

Anxious/depressed mood 

Delusions 

Hallucinations in other 
modalities

Excessive daytime sleepiness/
hypersomnia

Hyposmia Not included

Severe sensitivity to 
antipsychotic agents 

Repeated falls 

Syncope/transient 
unresponsive episodes 

Severe autonomic dysfunction Included in the description of 
dementia

Cognitive symptoms: grey; noncognitive symptoms: teal.
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nations are about twice as common as auditory 
hallucinations in DLB and PDD.5,16,17 Characteris-
tics of visual hallucinations do not differ between 
DLB and PDD18; they are typically complex, often 
involving adults, children, or animals, and may 
be accompanied by minor parkinsonian hallu-
cinations such as false sense of presence and 
illusions.5 Depression is also common in LBD; 
subsyndromal (minor) depression is about twice 
as common as major depression, but the fre-
quencies of major and minor depression are not 
significantly different across DLB, PDD, and PD.17

Rapid eye movement (REM)-sleep behavior 
disorder (RBD) is a REM-sleep parasomnia that 
presents with dream enactment motor and/
or vocal behaviors, accompanied by REM-sleep 
without atonia (RSWA) on polysomnography 
(PSG). RBD is male predominant—about 85% of 
patients who experience it are males—and it can 
result in injuries to the patient or bed partner. 
Although RBD is not included in the PDD criteria 
(see Table 1), it is an early symptom of the syncu-
cleinopathies, including MSA,19 often preceding 
the onset of other symptoms by several years or 
even decades. RBD was elevated from a support-
ive to a core criterion in the 2017 DLB criteria 
due to evidence that its inclusion improves the 
diagnostic sensitivity. 

Regarding motor symptoms, the diagnosis of PD 
(bradykinesia with either rest tremor or rigidity, or 
both) is essential to diagnosing PDD.20 Although 
the postural-instability gait difficulty (PIGD) and 
tremor-dominant subtypes are equally represented 
in PD, PIGD has been reported in almost 90% 
of patients with PDD in cross-sectional stud-
ies.21 Spontaneous parkinsonism (one or more 

of bradykinesia, rest tremor, or rigidity—a lower 
threshold than for the diagnosis of PD) is a core 
clinical feature of DLB, but it is absent in around 
15% of patients. Axial symptoms are more com-
mon than rest tremor in DLB with parkinsonism, 
and cross-sectional studies have similarly found an 
overrepresentation of the PIGD subtype in almost 
70% of patients with DLB.21 

Finally, severe antipsychotic sensitivity in DLB 
deserves a mention. Two patterns of neurolep-
tic sensitivity have been reported, each in about 
50% of patients.22 Exaggerated extrapyramidal 
symptoms with onset shortly after receiving 
neuroleptics can reverse upon reducing the dose, 
on stopping the treatment, or after treatment with 
anticholinergics. On the other hand, a severe sen-
sitivity reaction—such as sudden onset of sedation, 
increased confusion, rigidity, immobility, and neu-
roleptic malignant syndrome—can often be fatal. 
Severe neuroleptic sensitivity was downgraded to 
a supportive clinical feature in 2017 since “reduced 
prescribing of D2 receptor blocking antipsychotics 
in DLB limits its diagnostic usefulness.”5 

Both core diagnostic features—the presence of a 
preexisting diagnosis of PD, and a dementia syn-
drome in which the functional decline must not 
be due to the motor or autonomic symptoms—
must be present to diagnose probable or possible 
PDD.17 A diagnosis of probable PDD also requires 
impairment in at least 2 of 4 associated cognitive 
domains—impairments in attention, executive 
functions, visuospatial skills, and memory (free 
recall improved by cueing)—with or without at 
least 1 associated behavioral symptom such as 
apathy, depressed or anxious mood, hallucina-
tions, delusions, or excessive daytime sleepiness. 

A diagnosis of possible PDD additionally requires 
associated atypical cognitive features such as a 
fluent aphasia or an amnestic syndrome of the 
hippocampal type, with or without any associated 
behavioral symptoms. 

Dementia is also an essential feature in the 
diagnostic criteria for DLB in the fourth consensus 
report of the DLB Consortium.5 Probable DLB is 
diagnosed in the presence of at least 2 core clinical 
features regardless of the presence of indicative 
biomarkers, or 1 core clinical feature with 1 or 
more indicative biomarkers. Possible DLB is diag-
nosed in the presence of 1 core clinical feature with 
no indicative biomarker, or 1 or more indicative 
biomarkers with no core clinical features. Support-
ive clinical features and biomarkers help support 
the diagnosis but lack diagnostic specificity. 

Alternative diagnoses must be excluded in all 
LBD cases. Several neurodegenerative disorders 
can mimic LBD and are summarized in Table 2.  

Interpreting the Diagnostic 
Biomarkers
Diagnostic biomarkers are not included in the 
2007 PDD criteria, but a structural brain scan is 
recommended to evaluate for probable vascular 
dementia. As in all dementia cases, MRI is the 
structural imaging modality of choice. Indicative 
imaging biomarkers in the 2017 DLB diagnostic 
criteria include reduced dopamine transporter 
uptake in the basal ganglia as demonstrated by the 
123iodine-fluoropropyl-carbomethoxy-3 β-4-io-
dophenyltropane (123I-FP-CIT) scan, and myocar-
dial postganglionic sympathetic denervation as 
demonstrated by 123I-meta-iodobenzylguanidine 
(MIBG) myocardial scintigraphy. These and other 
imaging biomarkers are summarized in Table 3. 

The 123I-FP-CIT scan is a sensitive measure of 
nigrostriatal degeneration. The scan is normal in 
healthy individuals and in patients with nonde-
generative causes of parkinsonism (eg, vascular 
parkinsonism, medication-induced tremor, psy-
chogenic tremor, essential tremor), and abnormal 
in—but does not differentiate between—patients 
with PD/PDD, DLB, and APS.23 Approved by the 
FDA in November 2022 for use in patients with 
suspected DLB, the scan is best used in memory 
clinics to differentiate DLB from AD dementia.24 
The MIBG myocardial scan effectively differen-
tiates PD/PDD and DLB from APS,25 but it is not 
yet FDA approved for clinical use in LBD. Relative 
preservation of the medial temporal lobe struc-
tures on structural imaging is a supportive bio-
marker in the 2017 DLB criteria, and an MRI may 
also be used in clinical practice to exclude APS, 
vascular parkinsonism, and idiopathic normal 
pressure hydrocephalus, as well as to rule out any 
vascular lesions in the basal ganglia that may con-
found the interpretation of the 123I-FP-CIT scan.26 

Nonimaging diagnostic biomarkers in the 2017 
DLB criteria include the presence of RSWA on 
PSG, which is an indicative biomarker, and pos-
terior predominantly slow-wave electroencepha-

TABLE 2. Differential Diagnoses of the Lewy Body Dementias
Differential diagnosis Typical clinical features Similarities with LBD

Multisystem atrophy 
(MSA)

Can present with autonomic dysfunction, 
parkinsonism poorly responding to 
levodopa, or a cerebellar syndrome. About 
one-third of autopsy-confirmed cases have 
cognitive deficits, usually mild

Processing speed and 
attention/executive function 
deficits; preceding REM-sleep 
behavior disorder is often 
present

Progressive 
supranuclear palsy (PSP; 
Richardson syndrome)

Vertical supranuclear gaze palsy, repeated 
falls, gait freezing, speech/language deficits 
(nonfluent speech or apraxia of speech)

Frontal/behavioral deficits, 
memory, and visuospatial 
deficits

Corticobasal syndrome 
(CBS)

Progressive, asymmetric rigidity, limb 
apraxia, speech and language impairment 

Frontal-executive dysfunction 
and visuospatial deficits; diffuse 
Lewy body disease can rarely 
present clinically as CBS

Posterior cortical 
atrophy (PCA)

Reduced vision with normal optometric 
exam; space and object perception 
deficit; Balint syndrome (simultanagnosia, 
oculomotor apraxia, and optic ataxia); 
apperceptive prosopagnosia; homonymous 
visual field defect

Visual deficits can mimic DLB; 
an overlap PCA-DLB (PCA-
plus) syndrome has been 
described 

Heidenhain (visual) 
variant of Creutzfeldt-
Jakob disease (CJD)

Early visual complaints without other CJD 
symptoms including reduced visual acuity, 
blurred vision, and diplopia; may progress 
to cortical blindness; rapidly progressive 
course lasting only months

Complex visual hallucinations 
may occur as disease 
progresses, but usually after the 
onset of other CJD symptoms 
such as myoclonus
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logram (EEG) activity with periodic fluctuations 
in the pre-α/θ range on quantitative EEG, which 
is a supportive biomarker. The term pre-α is used 
here to indicate its slower frequency (5.6-7.9 Hz) 
that nevertheless suppresses on eye opening.27 

Concluding Remarks
DLB and PDD are frequently encountered by cli-
nicians working with older adults in any setting, 
and they are challenging to diagnose due to their 
complex and varied multisystem presentations. 
Accurate diagnosis requires familiarity with the 
current criteria, the unique diagnostic biomark-
ers, and the common mimics, as well as main-
taining a high index of suspicion in questionable 
cases. The recent approval of the 123I-FP-CIT 
scan for use in patients with suspected DLB will 
greatly help in making early and accurate diagno-
ses in complex cases. With the 2015 MDS criteria 
allowing a diagnosis of PD regardless of the 
presence or absence of dementia and eschewing 
the one-year rule, PD/PDD and DLB are now best 
conceived as 2 ends of a clinical spectrum, with 
movement disorders being prominent in early 
PD/PDD and nonmotor symptoms dominating 
the early clinical presentation in DLB. 

Dr Aga is a geriatric psychiatrist and adjunct assistant 
professor at the Layton Aging and Alzheimer’s Disease 
Research Center, Department of Neurology, Oregon 
Health and Science University, Portland, OR.
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TABLE 3. Diagnostic Imaging Biomarkers in the Lewy Body Dementias
Imaging modality PDD DLB Comments

Structural imaging 
(preferably MRI)

Frontal atrophy, 
enlargement of posterior 
horn of the lateral ventricle, 
atrophy of the caudate head

Widespread frontal and 
parietal atrophy with 
relatively less medial 
temporal atrophy

Relative preservation of medial 
temporal lobe is a supportive 
biomarker in the 2017 DLB 
criteria

SWI sequence on 
high-resolution 
(3T or 7T) MRI 

Loss of the healthy swallowtail appearance of nigrosome 
1 in the substantia nigra is known as the swallow tail sign; 
diagnostic sensitivity and specificity are high for PD; 
sensitivity is low and specificity is high for DLB

Not in any current diagnostic 
criteria; the 3T MRI platform is 
widely available now

FDG-PET/SPECT Extension of occipital 
hypometabolism from 
the primary to the visual 
association cortices, and 
precuneus hypometabolism, 
are the earliest cortical 
metabolic signature of 
incident dementia in PD

Hypometabolism in 
the lateral and medial 
occipital cortices as 
well as posterior parietal 
areas, with relative 
preservation of the mid- 
and posterior cingulate 
cortex, is known as the 
“cingulate island” sign

Reduced occipital activity with or 
without the cingulate island sign 
is a supportive biomarker in the 
2017 DLB criteria

Striatal 123I-FP-CIT 
scan

The tracer is taken up symmetrically by the caudate and 
lentiform nuclei to create the “double comma” sign, which 
is normal; the first sign of an early neurodegenerative 
parkinsonian syndrome is the loss of the putaminal “tail”

Reduced dopamine transporter 
uptake in the basal ganglia on 
SPECT or PET is an indicative 
biomarker in the 2017 DLB 
criteria

MIBG myocardial 
scan

High sensitivity and 
specificity to differentiate PD 
from APS

Differentiates DLB 
from AD dementia with 
high sensitivity but low 
specificity

Upgraded from a supportive to 
an indicative biomarker in the 
2017 DLB criteria; more reliable 
and accurate than 123I-FP-
CIT scan for excluding other 
dementias

DaT, Dopamine transporter; FDG-PET, 18F-fluorodeoxyglucose positron emission tomography; MIBG, 123I-meta-iodobenzylguanidine; MRI, 
Magnetic resonance imaging; SPECT, single photon emission computerized tomography; SWI, Susceptibility weighted imaging
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Academic Psychiatrist – full time /
Assistant/Associate Professor
The Department of Psychiatry at the Rutgers Robert Wood Johnson 
Medical School (RWJMS) has an opening for a full time Academic 
Psychiatrist. The position is at the Assistant/Associate Professor level. 
Opportunities are available for inpatient consultation at our primary 
teaching hospital - Robert Wood Johnson Barnabas University Hospital -  
and/or direct clinical care to outpatients. Responsibilities can be tailored 
to faculty’s area(s) of interest. Teaching medical students, residents and 
allied professionals is a core responsibility.

Physician Specialist – part time
The Department of Psychiatry at the Rutgers Robert Wood Johnson 
Medical School (RWJMS) has an opening for a part-time Physician 
Specialist to provide psychiatric care for employees and for the 
community. Responsibilities include providing consultative clinical care 
to infirmed patients with mental health problems at Robert Wood 
Johnson University Hospital.

RWJMS is a growing and vibrant medical school located on the campus 
of Rutgers University in New Brunswick, New Jersey – mid way between 
New York City and Philadelphia.

These are great opportunities for individuals interested in academic careers.

Rutgers Robert Wood Johnson Medical School
Department of Psychiatry

Please email your CV and cover letter to:

Anthony Tobia, MD
Professor & Interim Chair
Rutgers Robert Wood Johnson Medical School 

tobiaat@rwjms.rutgers.edu



SPRING CONFERENCE
ON CORRECTIONAL HEALTH CARE

Get Jazzed for a Top 
Educational Experience!

EDUCATION
Catch up on best practices and new solutions for improving patient care and avoiding 
problems before they occur

CONNECTION
You’re not alone. Build your network and participate in one of the largest gatherings 
in correctional health care in the country

MENTORING
Learn from the nation’s foremost experts on all aspects of correctional health care

Conference May 1-2  •  Exhibits April 30 - May 2  •  New Orleans

Find more information and register at ncchc.org/spring-conference

Register by  

March 31 for the 

 Best Savings!
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Full or Part-time Psychiatrists to join our 
Outpatient Practice 

 

This position includes opportunities to practice 
outpatient psychiatry, consultation-liaison psychiatry, 
and primary-care behavioral health integration. 
 
The Division is a robust and collegial multi-disciplinary 
team of professionals supporting the network of 
providers within Beth Israel Lahey Health. The 
Division has extensive collaborations throughout the 
hospital with primary care, neurology, cardiology, 
pulmonology, neurology, neurosurgery, medical and 
surgical weight loss, infectious disease, oncology, and 
transplant. We also partner with Beth Israel Lahey 
Health Behavioral Services, one of the largest 
healthcare providers for behavioral health services in 
the State of Massachusetts. 
 
The experienced MD/DO candidate should be eligible 
for an unrestricted Massachusetts State Medical 
License, and be Board Eligible/Certified in Psychiatry. 
Academic appointments are with Tufts University 
School of Medicine. The Division is a training site for 
students from across multiple professions including 
physicians, nurses, psychologists, and social workers. 
Lahey Hospital and the large BILH network provide 
rich opportunities for career growth. 
 
 
 

Medical Director 
Inpatient Behavioral Health 

 

The Medical Director directly supervises Attending 
Physicians, Attending Clinical Nurse Specialists, 
Attending Outpatient/Day Treatment Clinical Nurse 
Specialists, Management of Contract Physicians 
(DOC's, Internal Medicine). 
 
Assumes responsibility for the clinical management of 
the medical treatment in both inpatient and outpatient 
services. Collaborates with senior managers to ensure 
that safe, therapeutic and effective treatment is provided 
for all patients. Is responsible for the overall medical 
staffing management within its budget. Is expected to 
provide appropriate clinical direction and support to 
medical staff. Is responsible for appropriate, cost-
effective use of resources ordered by physicians. Is 
expected to provide clinical and psychopharmacological 
supervision to all members of the medical staff and to 
provide management of the contract with Doctor-on-call 
coverage. Plans for appropriate coverage during 
scheduled absences. 
 
The Medical Director must be a graduate from an 
accredited school of medicine, current registration in 
Massachusetts., board certification in psychiatry and/or 
substance abuse treatment. Theoretical as well as 
practical knowledge of the clinical area. Previous 
leadership experience or demonstrated leadership skills.  
Represents the organization positively. 
 

The Medical Director – Ambulatory 
 

Responsible for the clinical and medical oversight as 
well as the quality of care across all Ambulatory 
Programs within Beth Israel Lahey Health Behavioral 
Services. Oversees medical operations, including 
providing direct patient care, professional support to 
medical and clinical staff, and general leadership 
regarding policies, laws, and regulations. 
 
It is essential for the Physician to demonstrate 
accomplishment in a community-based, culturally 
diverse, mission driven behavioral healthcare setting. 
They should be a visionary change agent who is mission 
driven and demonstrates analytical and strategic skills. 
The Medical Director is expected to be an inspirational 
and creative leader who is committed to excellence, and 
has high regard for nurse practitioners, advance 
practitioners/RN, nurses and support staff. They should 
be fair minded, value diversity of opinion and be 
comfortable sharing power and decision making in 
order to achieve common ground. Directly reports to 
Associate Chief Medical Officer (ACMO). 
 
Oversees all aspects of clinical and medical operations 
of 5 Behavioral Health Outpatient clinics and outreach 
sites (Beverly, Haverhill, Lawrence, Salem and 
Gloucester) in dyad with the Vice President of 
Ambulatory and Community Based Services. Leads 
regularly scheduled meetings with all Ambulatory 
Division medical staff. Attends Ambulatory divisional 
staff meetings regularly. 
 
 For consideration, please reach out to Matthew Hubbell, Physician Recruiter, at matthew.hubbell@lahey.org 
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Psychiatrists

New York City Health + Hospitals/North Central Bronx
The Department of Psychiatry has 70 Adult and Geriatric Acute 
Inpatient Beds, a Partial Hospital Program, Psychiatric Emergency Service, 
Consultation-Liaison Service, an Adult Ambulatory Practice, and a commu-
nity-based Assertive Community Treatment Program. Openings available 
include:

• Director of Psychiatry – Emergency Services
• Attending Psychiatrist – Inpatient Psychiatry 

Service
• Attending Psychiatrist – Psychiatric Emergency 

Service
• Attending Psychiatrist – Partial Hospital Program
• Attending Psychiatrist – Inpatient Geriatric 

Psychiatry Service

New York City Health + Hospitals/Jacobi
The Department of Psychiatry offers 89 Adult, Acute Inpatient 
beds, a Comprehensive Psychiatric Emergency Program (CPEP), 
a Consultation-Liaison Service, Adult Ambulatory Practice, Intensive 
Outpatient Program, and a Community-Based Assertive Community 
Treatment Program.  
Openings available include:

• Attending Psychiatrist - Inpatient Psychiatry Service
• Attending Psychiatrist – CPEP
• Attending Child Psychiatrist - CPEP

We’re committed to making Better Health easier. Looking for an amazing place to live, work and play?
We’re actively recruiting physicians specializing in psychiatry to join our dynamic and growing multi-specialty physician group with opportunities throughout
New York City! Comprised of over 4,000 physicians and healthcare professionals, our culturally diverse and world-class teams provide services to
NYC Health + Hospitals (H+H), the largest public health system in the United States.

Become part of our North Bronx Healthcare Network, affiliated with Albert Einstein College of Medicine, and located in attractive and safe 
residential Bronx neighborhoods, just 20 minutes from Manhattan. Our facilities offer a full continuum of acute care inpatient and outpatient services within 
diverse Medical and Surgical specialties, including Psychiatry. Along with employing evidence-based best practices in providing the highest level of quality care
to our patients, we utilize a patient-centered approach that is respectful of their individuality, culture, and community.

• Incentive Bonuses Available for Qualified Candidates/Providers! • Moonlighting opportunities also available! 
• Academic appointments at Albert Einstein College of Medicine offered! • Proof of Covid-19 vaccination is required prior to hire.

We offer a generous compensation package, along with unparalleled health benefits, opportunities for advancement, retirement plan, malpractice,
Sponsorship for H1 & J1 Visas, and much more! We can offer unlimited HSS Waivers (instead of J1 waivers) for Psychiatrists! For immediate
consideration, please contact Joe Mastov – Physician Recruiter, at: Mastovj@pagny.org, call 646-895-3875, or apply online at: www.pagny.org

We are an Equal Opportunity 
Employer M/F/D/V

See what it is like to work at H+H       

https://www.youtube.com/
watch?v=_KKxjA44OcU&t=6s

Publication:   Psychiat                          Size:                                                  Notes:              
Job#          IO#:                                         Screen:
Mechanical:                                     Proofreader:     
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California

Outpatient Psychiatry Opportunity
San Joaquin County Behavioral Health 

Services is seeking to fill Outpatient Adult 
[General], and Sub-Specialty Psychiatry 
(Child Psychiatry, Geriatric, Forensic, 

Addiction and Psychosomatic Medicine) 
positions in a multidisciplinary, recovery-

oriented clinical setting. Services are 
provided either on-site or using a hybrid 

model of on-site and tele-psychiatry 
practice. The positions offer a very 

competitive salary with a guaranteed base, 
plus incentive opportunities, board 

certified Psychiatrists have the potential to 
easily earn over 300K+ a year; 

comprehensive health insurance; up to 
three retirement and pension programs; 35 

days of vacation and CME time that 
increase with tenure. Signing and moving 

bonuses are also available. 
Interested J-1 and H-1B candidates are 

welcome to apply. 
Fax your CV to 209-468-2399 or email to 

BHSadministration@sjcbhs.org. EOE

Psychiatrist Position Excellent 
Opportunity in California

Imperial County Behavioral Health 
Services is currently recruiting for full-time 
or part-time psychiatrists. Imperial County, 

a rich farming area with a population of 
180,000, is located 90 miles east of San 

Diego, 90 miles south of Palm Springs, 60 
miles west of Yuma, Arizona, and just north 

of the cosmopolitan city of Mexicali, 

Mexico. San Diego State University 
maintains a satellite campus in Calexico, 
and there are several private and public 

universities located in Mexicali. Imperial 
County’s location and diversity make it the 

perfect place for any professional.

The position pays a highly competitive 
salary, including health benefits for you and 
your family, requires no hospital work and 
minimal after-hours work, freeing you up 

for more leisurely activities. As a 
Psychiatrist with Imperial County 

Behavioral Health, you will be part of a 
multi-disciplinary treatment team that 

includes therapists, nurses and 
rehabilitation technicians that provide 

comprehensive support and resources to 
assist clients in achieving recovery. 

J-1 and H1-B Applicants welcome. Our 
agency is experienced in successfully 
processing J-1 Waiver and H-1B Visa 

applicants.

Qualified candidates must have a CA 
medical license or ability to obtain. Send 
CV to Imperial County Behavioral Health 
Services, 202 North 8th Street, El Centro, 

CA 92243.

For additional information, please 
contact: Marcy Sesma (442) 265-1605 

marcysesma@co.imperial.ca.us

Psychiatrist

Job Opportunity in Santa Cruz, California, 
Health Services Agency.

Must have CA medical license or eligible 
to obtain it.

Salary: Negotiable up to $303,306 
Annually Plus $30,000 sign-on incentive

For more information regarding the 
position, please contact Dr. Nair at 

(831) 454-7308

To apply, visit our website at: 
www.santacruzcountyjobs.com

An Equal Opportunity Employer

PSYCHIATRIC MEDICAL 
PRACTITIONERS, INC

OUTPATIENT Full-time
TELE-PSYCHIATRY POSITION

BE/BC ADULT PSYCHIATRIST 
licensed or willing to practice in CA, 

Practice from current State of Residence 

Candidate has to be EHR and Computer 
proficient. You will be doing Psychiatric 

Evals & Med Mgt of SMI patients in 
County MH Clinics. There is no On-Call. 

Income potential of $340-$405K, plus
CA Lic, DEA and Malpractice is paid,

1099 income. Scan QR code to Apply:

   

Send CV to Garewalmd@gmail.com, 
or fax CV to (661) 368-0826

Psychiatrist to work full-time in 
Santa Rosa, CA. Must have CA 

medical license.  $225,000 /yr.  Send 
CV to Mark David Levine, M.D., 

Professional Corporation 
3835 N. Freeway Blvd., #100, 

Sacramento, CA 95834 or email to: 
eowen@cpsych.com

New York

HEALTHY WORK-LIFE BALANCE
Never be late to work, Ever!

TAILOR YOUR SCHEDULE 
FULL TIME • PART-TIME 

• EXCELLENT PAY • 
COMPREHENSIVE BENEFITS

YEARLY BONUS 

NO CALL RESPONSIBILITIES
CHOOSE BEST TIME TO COMMUTE

EASE TO DOCUMENT OFF-SITE
MINIMAL ADMINISTRATIVE WORK 

PSYCHIATRISTS 
&

PSYCH NURSE PRACTITIONERS
for

CONSULTATION SERVICES

New York City & Dutchess County

Send your CV to 
recruitment@medcarepc.com

Fax (718) 239-0032
www.medcarepc.com

• We are not a recruitment agency •
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CALL TODAY
(609) 495-4367

WANT TO PLACE AN AD?

Tennessee

Staff Psychiatrist Position
Memphis, Tennessee

Compassion Mental Health provides 
outpatient and inpatient psychiatric 
services to all ages. Be part of an 

interdisciplinary team! Responsibilities 
include providing psych assessments, 
medication management, and clinical 
supervision. Flexible scheduling with 

no weekends or on-call responsibilities.

Employment positions available: 
contract or employee + comprehensive 
benefits package. Compensation based 

on experience and productivity. 

Qualifications:
Licensed Psychiatrist in the state of TN

Unencumbered DEA.

Contact: Sara Williams
Phone: 901-552-3497

www.CompassionMentalHealth.com

Endowed Chair Faculty Position in 
Child and Adolescent Psychiatry at 

the University of Tennessee

Health Science Center

The Department of Psychiatry in the 
College of Medicine (COM) at the 

University of Tennessee Health Science 
Center (UTHSC) is seeking a Child and 
Adolescent Psychiatrist (open rank with 

option for tenure track) to build and 
lead a program in clinical care, 

research, and scholarship in the areas of 
early childhood mental illness and 
associated risk factors, including 

adverse childhood events, specific 
trauma, poverty, neighborhood and 

home violence, neglect, and direct and 
indirect consequences of substance use. 
The successful applicant will hold the 

Urban Child Institute Chair of 
Excellence in Child and Adolescent 

Psychiatry and will serve as Director of 
the Division of Child and Adolescent 
Psychiatry at UTHSC. The position 

offers start-up funds and protected time 
for administration, teaching, and 

research. The Division of Child and 
Adolescent Psychiatry is affiliated with 

Le Bonheur Children’s Hospital, St. 
Jude Children’s Research Hospital, and 
the Shelby County School system. The 

Division supports education and 
training for medical students, residents 
and fellows and provides consultation 

liaison and outpatient psychiatric care at 
Le Bonheur Children’s Hospital.

All candidates should have 
demonstrated experience working in 

and fostering a diverse faculty, staff, 
and student environment or commitment 

to do so as a faculty member in the 
College of Medicine at UTHSC.

Additional Qualifications

• M.D., D.O. or equivalent degree 
required

• Completion of an accredited residency 
required

• ABPN board certification or board 
eligibility required

• Unrestricted Tennessee medical 
license at time of appointment

• Current DEA certification number

• Eligible for malpractice insurance

• Relocation is not required, however 
the work is on- site.

Applicants should have a demonstrated 
commitment to and knowledge of equal 
employment opportunity and affirmative 

action. Interested individuals should 
include curriculum vitae, with names 

and addresses of two professional 
references.

Contact: Ronald L. Cowan, MD, PhD, 
Chair, Department of Psychiatry, 
UTHSC, 920 Madison Avenue, 

Memphis, TN 38163

Email: rcowan3@uthsc.edu

EOE

Books

Psychopharmacology 
Algorithms
Clinical Guidance 
from the 
Psychopharmacology 
Algorithm Project at 
the Harvard South 
Shore Psychiatry 
Residency Program
David Osser | ISBN: 9781975151195

A unique clinical tool for effective 
psychopharmacology, Psychopharmacology 
Algorithms contains 10 updated 
psychopharmacology treatment algorithms 
designed to assist with the clinical use of 
psychiatric medications, each complete 
with extensive critical evaluation of the 
evidence supporting the rationales for each 
treatment step and the advantages and 
disadvantages of various alternatives to the 
recommended treatments.

Save 25% plus free shipping at 
Shop.LWW.com using code WPA033AA

 Spring into
Opportunities 

with Wexford Health

To learn more, please contact:
Janet Blue, Provider Recruiter

Call: 630-701-8913 | Email: jblue@wexfordhealth.com

NOW HIRINGNOW HIRING
Psychiatrists & 
Mental Health 

PA/NPs 
at the Pontiac, Lincoln, 

Dixon, Graham, and Joliet 
correctional centers.

Apply online at jobs.wexfordhealth.com



Brief Summary: for full Prescribing Information and Patient Information, refer  
to package insert.
INDICATION AND USAGE
INGREZZA® (valbenazine) capsules is indicated for the treatment of adults with tardive dyskinesia.

CONTRAINDICATIONS
INGREZZA is contraindicated in patients with a history of hypersensitivity to valbenazine or any components of 
INGREZZA. Rash, urticaria, and reactions consistent with angioedema (e.g., swelling of the face, lips, and mouth) 
have been reported.

WARNINGS AND PRECAUTIONS
Somnolence
INGREZZA can cause somnolence. Patients should not perform activities requiring mental alertness such  
as operating a motor vehicle or operating hazardous machinery until they know how they will be affected  
by INGREZZA.
QT Prolongation
INGREZZA may prolong the QT interval, although the degree of QT prolongation is not clinically significant at 
concentrations expected with recommended dosing. In patients taking a strong CYP2D6 or CYP3A4 inhibitor,  
or who are CYP2D6 poor metabolizers, INGREZZA concentrations may be higher and QT prolongation clinically 
significant. For patients who are CYP2D6 poor metabolizers or are taking a strong CYP2D6 inhibitor, dose 
reduction may be necessary. For patients taking a strong CYP3A4 inhibitor, reduce the dose of INGREZZA  
to 40 mg once daily. INGREZZA should be avoided in patients with congenital long QT syndrome or with 
arrhythmias associated with a prolonged QT interval. For patients at increased risk of a prolonged QT interval, 
assess the QT interval before increasing the dosage.
Parkinsonism
INGREZZA may cause parkinsonism in patients with tardive dyskinesia. Parkinsonism has also been observed 
with other VMAT2 inhibitors. In the 3 placebo-controlled clinical studies in patients with tardive dyskinesia,  
the incidence of parkinson-like adverse events was 3% of patients treated with INGREZZA and <1% of 
placebo-treated patients. Postmarketing safety reports have described parkinson-like symptoms, some of which 
were severe and required hospitalization. In most cases, severe parkinsonism occurred within the first 2 weeks 
after starting or increasing the dose of INGREZZA. Associated symptoms have included falls, gait disturbances, 
tremor, drooling, and hypokinesia. In cases in which follow-up clinical information was available, parkinson-like 
symptoms were reported to resolve following discontinuation of INGREZZA therapy. Reduce the dose or 
discontinue INGREZZA treatment in patients who develop clinically significant parkinson-like signs or symptoms.

ADVERSE REACTIONS
The following adverse reactions are discussed in more detail in other sections of the labeling:
• Hypersensitivity
• Somnolence
• QT Prolongation
• Parkinsonism
Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the 
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not 
reflect the rates observed in practice.
Variable and Fixed Dose Placebo-Controlled Trial Experience
The safety of INGREZZA was evaluated in 3 placebo-controlled studies, each 6 weeks in duration (fixed dose, 
dose escalation, dose reduction), including 445 patients. Patients were 26 to 84 years of age with moderate  
to severe tardive dyskinesia and had concurrent diagnoses of mood disorder (27%) or schizophrenia/
schizoaffective disorder (72%). The mean age was 56 years. Patients were 57% Caucasian, 39% African-
American, and 4% other. With respect to ethnicity, 28% were Hispanic or Latino. All subjects continued previous 
stable regimens of antipsychotics; 85% and 27% of subjects, respectively, were taking atypical and typical 
antipsychotic medications at study entry.
Adverse Reactions Leading to Discontinuation of Treatment
A total of 3% of INGREZZA treated patients and 2% of placebo-treated patients discontinued because  
of adverse reactions.
Common Adverse Reactions
Adverse reactions that occurred in the 3 placebo-controlled studies at an incidence of ≥2% and greater than 
placebo are presented in Table 1.

Table 1:   Adverse Reactions in 3 Placebo-Controlled Studies of 6-week  
Treatment Duration Reported at ≥2% and >Placebo

Adverse Reaction1 INGREZZA  
(n=262) (%)

Placebo  
(n=183) (%)

General Disorders
Somnolence (somnolence, fatigue, sedation) 10.9% 4.2%
Nervous System Disorders
Anticholinergic effects (dry mouth, constipation, disturbance  
in attention, vision blurred, urinary retention)

5.4% 4.9%

Balance disorders/fall (fall, gait disturbance, dizziness,  
balance disorder)

4.1% 2.2%

Headache 3.4% 2.7%
Akathisia (akathisia, restlessness) 2.7% 0.5%
Gastrointestinal Disorders
Vomiting 2.6% 0.6%
Nausea 2.3% 2.1%
Musculoskeletal Disorders
Arthralgia 2.3% 0.5%

1 Within each adverse reaction category, the observed adverse reactions are listed in order of decreasing frequency.

Other Adverse Reactions Observed During the Premarketing Evaluation of INGREZZA
Other adverse reactions of ≥1% incidence and greater than placebo are shown below. The following list does 
not include adverse reactions: 1) already listed in previous tables or elsewhere in the labeling, 2) for which a 
drug cause was remote, 3) which were so general as to be uninformative, 4) which were not considered to have 
clinically significant implications, or 5) which occurred at a rate equal to or less than placebo.
Endocrine Disorders: blood glucose increased
General Disorders: weight increased
Infectious Disorders: respiratory infections
Neurologic Disorders: drooling, dyskinesia, extrapyramidal symptoms (non-akathisia)
Psychiatric Disorders: anxiety, insomnia
During controlled trials, there was a dose-related increase in prolactin. Additionally, there was a dose-related 
increase in alkaline phosphatase and bilirubin, suggesting a potential risk for cholestasis.
Postmarketing Experience
The following adverse reactions have been identified during post-approval use of INGREZZA that are not 
included in other sections of labeling. Because these reactions are reported voluntarily from a population of 
uncertain size, it is not always possible to reliably estimate their frequency or establish a causal relationship  
to drug exposure.
Immune System Disorders: hypersensitivity reactions (including allergic dermatitis, angioedema, pruritis,  
and urticaria)
Skin and Subcutaneous Tissue Disorders: rash

DRUG INTERACTIONS
Drugs Having Clinically Important Interactions with INGREZZA
Table 2:  Clinically Significant Drug Interactions with INGREZZA

Monoamine Oxidase Inhibitors (MAOIs)
Clinical Implication: Concomitant use of INGREZZA with MAOIs may increase the concentration of 

monoamine neurotransmitters in synapses, potentially leading to increased 
risk of adverse reactions such as serotonin syndrome, or attenuated 
treatment effect of INGREZZA.

Prevention or Management: Avoid concomitant use of INGREZZA with MAOIs.
Examples: isocarboxazid, phenelzine, selegiline
Strong CYP3A4 Inhibitors
Clinical Implication: Concomitant use of INGREZZA with strong CYP3A4 inhibitors increased the 

exposure (Cmax and AUC) to valbenazine and its active metabolite compared 
with the use of INGREZZA alone. Increased exposure of valbenazine and its 
active metabolite may increase the risk of exposure-related adverse reactions.

Prevention or Management: Reduce INGREZZA dose when INGREZZA is coadministered with a strong 
CYP3A4 inhibitor.

Examples: itraconazole, ketoconazole, clarithromycin
Strong CYP2D6 Inhibitors
Clinical Implication: Concomitant use of INGREZZA with strong CYP2D6 inhibitors increased the 

exposure (Cmax and AUC) to valbenazine’s active metabolite compared with the 
use of INGREZZA alone. Increased exposure of active metabolite may increase 
the risk of exposure-related adverse reactions.

Prevention or Management: Reduce INGREZZA dose when INGREZZA is coadministered with a strong 
CYP2D6 inhibitor.

Examples: paroxetine, fluoxetine, quinidine
Strong CYP3A4 Inducers
Clinical Implication: Concomitant use of INGREZZA with a strong CYP3A4 inducer decreased the 

exposure of valbenazine and its active metabolite compared to the use of 
INGREZZA alone. Reduced exposure of valbenazine and its active metabolite 
may reduce efficacy.

Prevention or Management: Concomitant use of strong CYP3A4 inducers with INGREZZA is  
not recommended.

Examples: rifampin, carbamazepine, phenytoin, St. John’s wort1

Digoxin
Clinical Implication: Concomitant use of INGREZZA with digoxin increased digoxin levels because 

of inhibition of intestinal P-glycoprotein (P-gp).
Prevention or  
Management:

Digoxin concentrations should be monitored when coadministering  
INGREZZA with digoxin. Increased digoxin exposure may increase the risk  
of exposure-related adverse reactions. Dosage adjustment of digoxin may  
be necessary.

1 The induction potency of St. John’s wort may vary widely based on preparation.

Drugs Having No Clinically Important Interactions with INGREZZA
Dosage adjustment for INGREZZA is not necessary when used in combination with substrates of CYP1A2, 
CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2E1, or CYP3A4/5 based on in vitro study results.

OVERDOSAGE
Human Experience
The pre-marketing clinical trials involving INGREZZA in approximately 850 subjects do not provide information 
regarding symptoms with overdose.
Management of Overdosage
No specific antidotes for INGREZZA are known. In managing overdose, provide supportive care, including close 
medical supervision and monitoring, and consider the possibility of multiple drug involvement. If an overdose 
occurs, consult a Certified Poison Control Center (1-800-222-1222 or www.poison.org).
For further information on INGREZZA, call 84-INGREZZA (844-647-3992).

for oral use

Distributed by:  
Neurocrine Biosciences, Inc.  
San Diego, CA 92130

INGREZZA is a registered trademark  
of Neurocrine Biosciences, Inc.
CP-VBZ-US-0203v6 03/2022
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ADVERTISEMENT

HELP YOUR ADULT PATIENTS 
WITH TARDIVE DYSKINESIA (TD)

Take. Control.
INGREZZA is the simple, once-daily 

choice to reduce TD severity1

Not actual size Actor portrayal

MOST PRESCRIBED TREATMENT
FOR TARDIVE DYSKINESIA5

Visit INGREZZAHCP.com/Results to see how you can help your TD patients take control

THE SIMPLE CHOICE
Once-daily INGREZZA 

is the simple choice to support 
patient adherence1,2,*

SYMPTOM REDUCTION
INGREZZA 80 mg reduced uncontrolled 

movements in 7 of 10 patients at 6 weeks
(post hoc analysis)1,3,†

SAVINGS & SUPPORT
$10 or less out-of-pocket 

is what most patients 
pay for INGREZZA4

 *Compared to once-daily regimens, timing adherence is 27% lower for twice-daily regimens, according to a meta-analysis of 51 studies in patients with chronic conditions.
 †Post hoc analysis included patients who had a baseline and a Week 6 AIMS total score. Reduction in uncontrolled movements as assessed by ≥1-point decrease in AIMS total score.

Important Information
INDICATION & USAGE
INGREZZA® (valbenazine) capsules is indicated for the treatment of adults with tardive dyskinesia.

IMPORTANT SAFETY INFORMATION
CONTRAINDICATIONS
INGREZZA is contraindicated in patients with a history of 
hypersensitivity to valbenazine or any components of INGREZZA. 
Rash, urticaria, and reactions consistent with angioedema 
(e.g., swelling of the face, lips, and mouth) have been reported. 

WARNINGS & PRECAUTIONS
Somnolence
INGREZZA can cause somnolence. Patients should not perform 
activities requiring mental alertness such as operating a motor 
vehicle or operating hazardous machinery until they know how 
they will be affected by INGREZZA.

QT Prolongation
INGREZZA may prolong the QT interval, although the degree of QT 
prolongation is not clinically significant at concentrations expected 
with recommended dosing. INGREZZA should be avoided in patients 
with congenital long QT syndrome or with arrhythmias associated with 
a prolonged QT interval. For patients at increased risk of a prolonged 
QT interval, assess the QT interval before increasing the dosage.

WARNINGS & PRECAUTIONS (continued)
Parkinsonism
INGREZZA may cause parkinsonism in patients with tardive dyskinesia. 
Parkinsonism has also been observed with other VMAT2 inhibitors. 
Reduce the dose or discontinue INGREZZA treatment in patients who 
develop clinically significant parkinson-like signs or symptoms.

ADVERSE REACTIONS
The most common adverse reaction (≥5% and twice the rate 
of placebo) is somnolence. Other adverse reactions (≥2% and 
>Placebo) include: anticholinergic effects, balance disorders/falls, 
headache, akathisia, vomiting, nausea, and arthralgia.
You are encouraged to report negative side effects of prescription 
drugs to the FDA. Visit MedWatch at www.fda.gov/medwatch or 
call 1-800-FDA-1088.

Please see the adjacent page for Brief Summary of Prescribing 
Information and visit Neurocrine.com/INGREZZAPI for full 
Prescribing Information.

©2022 Neurocrine Biosciences, Inc. All Rights Reserved. CP-VBZ-US-1760   03/2022

REFERENCES: 1. INGREZZA [package insert]. San Diego, CA: Neurocrine Biosciences, Inc. 2. Coleman CI, Limone B, Sobieraj DM, et al. 
Dosing frequency and medication adherence in chronic disease. J Manag Care Pharm. 2012;18(7):527-539. 3. Data on file. Neurocrine 
Biosciences, Inc. 4. Data on file as of Q1 2021. Neurocrine Biosciences, Inc. 5. Data on file as of Q3 2021. Neurocrine Biosciences, Inc.  
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IMPORTANT SAFETY INFORMATION (continued)

Leukopenia, Neutropenia, and Agranulocytosis: Leukopenia/neutropenia have been reported with antipsychotics, including VRAYLAR. Agranulocytosis 
(including fatal cases) has been reported with other antipsychotics. Monitor complete blood count in patients with pre-existing low white blood cell count 
(WBC)/absolute neutrophil count or history of drug-induced leukopenia/neutropenia. Discontinue VRAYLAR at the first sign of a clinically significant decline in 
WBC and in severely neutropenic patients.

Orthostatic Hypotension and Syncope: Atypical antipsychotics cause orthostatic hypotension and syncope, with the greatest risk during initial titration and 
with dose increases. Monitor orthostatic vital signs in patients predisposed to hypotension and in those with cardiovascular/cerebrovascular diseases.

Falls: VRAYLAR may cause somnolence, postural hypotension, motor and sensory instability, which may lead to falls and, consequently, fractures or other injuries. 
For patients with diseases, conditions, or medications that could exacerbate these e� ects, complete fall risk assessments when initiating antipsychotics and 
recurrently for patients on long-term therapy.

Seizures: Use VRAYLAR with caution in patients with a history of seizures or with conditions that lower the seizure threshold.

Potential for Cognitive and Motor Impairment: Somnolence was reported with VRAYLAR. Caution patients about performing activities requiring mental 
alertness (eg, operating hazardous machinery or a motor vehicle).

Body Temperature Dysregulation: Use VRAYLAR with caution in patients who may experience conditions that increase body temperature (eg, strenuous 
exercise, extreme heat, dehydration, or concomitant anticholinergics).

Dysphagia: Esophageal dysmotility and aspiration have been associated with antipsychotics. Antipsychotic drugs, 
including VRAYLAR, should be used cautiously in patients at risk for aspiration.

Evaluated in 
12 clinical trials1*

~6,700 clinical 
trial patients1

~7 years of 
real-world experience1

More than 100,000 
clinicians have 
prescribed VRAYLAR2†

NOW FDA APPROVED
FOR ADJUNCTIVE THERAPY TO ANTIDEPRESSANTS FOR THE TREATMENT OF 

MAJOR DEPRESSIVE DISORDER (MDD) IN ADULTS1

 * The most common adverse reactions observed in VRAYLAR trials (≥5% and at least twice the rate of placebo): major depressive disorder (two 6-week studies) (VRAYLAR 1.5 mg/day + ADT or 3 mg/day 
+ ADT vs placebo + ADT)—akathisia (7%, 10 vs 2%), nausea (7%, 6% vs 3%), and insomnia (9%, 10% vs 5%); bipolar I depression (VRAYLAR 1.5 mg/day or 3 mg/day vs placebo)—nausea (7%, 7% vs 3%), 
akathisia (6%, 10% vs 2%), restlessness (2%, 7% vs 3%), and EPS (4%, 6% vs 2%); bipolar I mania (VRAYLAR 3-6 mg/day vs placebo)—EPS (26% vs 12%), akathisia (20% vs 5%), vomiting (10% vs 4%), 
dyspepsia (7% vs 4%), somnolence (7% vs 4%), and restlessness (7% vs 2%); schizophrenia (VRAYLAR 1.5-3 mg/day and 4.5-6 mg/day vs placebo)—EPS (15%, 19% vs 8%) and akathisia (9%, 13% vs 4%).1

 †Inclusive of all indications.2 

EPS=extrapyramidal symptoms.

The first and only dopamine and serotonin partial agonist FDA approved for the 
most common forms of depression—MDD (adjunctive) and bipolar I depression1

Please see additional Important Safety Information throughout, including Boxed Warnings. Please also see 
accompanying full Prescribing Information, including Boxed Warnings, or visit https://www.rxabbvie.com/
pdf/vraylar_pi.pdf.
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Treatment of 
schizophrenia 
in adults1

Acute treatment of manic or mixed 
episodes associated with bipolar I 
disorder in adults1

Treatment of depressive episodes 
associated with bipolar I disorder 
(bipolar depression) in adults1
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NOW FDA APPROVED
Adjunctive therapy to antidepressants 
for the treatment of major depressive 
disorder (MDD) in adults1

The VRAYLAR Savings Program.
One card. Two ways to save.

Eligibility: Available to patients with commercial insurance coverage for VRAYLAR who meet eligibility criteria. This co-pay assistance program is not available to patients receiving prescription 
reimbursement under any federal, state, or government-funded insurance programs (for example, Medicare [including Part D], Medicare Advantage, Medigap, Medicaid, TRICARE, Department of 
Defense, or Veterans A� airs programs) or where prohibited by law. O� er subject to change or termination without notice. Restrictions, including monthly maximums, may apply. This is not health 
insurance. For full Terms and Conditions, scan QR code above (https://www.vraylarhcp.com/vraylar-savings-card-o� ice-support) or call 1-833-411-VRAY for additional information. To learn about 
AbbVie’s privacy practices and your privacy choices, visit www.abbvie.com/privacy.html.



IMPORTANT SAFETY INFORMATION (continued)
Drug Interactions: Strong CYP3A4 inhibitors increase VRAYLAR concentrations, so VRAYLAR dose reduction is recommended. Concomitant use with CYP3A4 
inducers is not recommended.
Adverse Reactions: The most common adverse reactions in clinical trials (≥5% and at least twice the rate of placebo) are listed below:
• Adjunctive Treatment of Major Depressive Disorder:

-  In 6-week, fixed-dose trials the incidences within the recommended doses (VRAYLAR 1.5 mg/day + antidepressant therapy [ADT] or 3 mg/day + ADT vs 
placebo + ADT) were akathisia (7%, 10% vs 2%), nausea (7%, 6% vs 3%), and insomnia (9%, 10% vs 5%).

-  In one 8-week flexible-dose trial, incidences within the doses (VRAYLAR 1-2 mg/day + antidepressant therapy [ADT] or 2-4.5 mg/day + ADT vs placebo + 
ADT) were akathisia (8%, 23% vs 3%), restlessness (8%, 8% vs 3%), fatigue (7%, 10% vs 4%), constipation (2%, 5% vs 2%), nausea (7%, 13% vs 5%), increased 
appetite (2%, 5% vs 2%), dizziness (4%, 5% vs 2%), insomnia (14%, 16% vs 8%), and extrapyramidal symptoms (12%, 18% vs 5%).

•  Bipolar Mania: The incidences within the recommended dose range (VRAYLAR 3–6 mg/day vs placebo) were EPS (26% vs 12%), akathisia (20% vs 5%), 
vomiting (10% vs 4%), dyspepsia (7% vs 4%), somnolence (7% vs 4%), and restlessness (7% vs 2%).

•  Bipolar Depression: The incidences within the recommended doses (VRAYLAR 1.5 mg/day or 3 mg/day vs placebo) were nausea (7%, 7% vs 3%), akathisia 
(6%, 10% vs 2%), restlessness (2%, 7% vs 3%), and EPS (4%, 6% vs 2%).

•  Schizophrenia: The incidences within the recommended dose range (VRAYLAR 1.5–3 mg/day and 4.5–6 mg/day vs placebo) were EPS (15%, 19% vs 8%) and 
akathisia (9%, 13% vs 4%).

Please see additional Important Safety Information throughout, including Boxed Warnings. Please also see accompanying full 
Prescribing Information, including Boxed Warnings, or visit https://www.rxabbvie.com/pdf/vraylar_pi.pdf.

VRAYLAR® and its design are registered trademarks of Forest Laboratories Holdings Ltd., an AbbVie company.
VRAYPAYSM is a service mark of Forest Laboratories Holdings Ltd., an AbbVie company.
© 2023 AbbVie. All rights reserved.
Licensed from Gedeon Richter Plc.
US-VRAA-230020 02/23

References: 1. VRAYLAR (cariprazine) [package insert]. Madison, NJ: Allergan USA, Inc.; 2022. 2. Data on file. AbbVie Inc.

See the full clinical story at vraylarHCP.com

Proven E� icacy1

In 6- and 8-week trials, 
VRAYLAR + antidepressant demonstrated:
• Mean weight change of <2 lb§

•  Metabolic shifts similar to placebo for total cholesterol and 
fasting triglycerides||

•  97% of patients did not have a clinically meaningful increase 
in blood glucose¶

In 6- and 8-week trials, 
VRAYLAR + antidepressant demonstrated:
• Reduction in overall depressive symptoms*†

•  Relief at lowest dose of 1.5 mg/day*†

• Flexibility to increase to 3 mg/day at Day 15*†

Well-Established Tolerability1‡

 When added to an antidepressant in adult patients with MDD, VRAYLAR delivers

THE POWER OF BOTH

* In a 6-week, placebo-controlled trial, mean change from baseline in MADRS total score at 6 weeks: VRAYLAR 1.5 mg/day + ADT (n=250): -14.1 (baseline mean: 32.8, P=0.0050); VRAYLAR 
3 mg/day + ADT (n=252): -13.1 (baseline mean: 32.7, P=0.0727); placebo + ADT (n=249): -11.5 (baseline mean: 31.9).1,2

† In an 8-week, placebo-controlled trial, mean change from baseline in MADRS total score at 8 weeks: VRAYLAR 1-2 mg/day + ADT (n=273): -13.4 (baseline mean: 29.0, P=0.2404); VRAYLAR 
2-4.5 mg/day + ADT (n=271): -14.6 (baseline mean: 29.3, P=0.0114); placebo + ADT (n=264): -12.5 (baseline mean: 28.9).1,2

‡ The most common adverse reactions observed in the two 6-week MDD studies (≥5% and at least twice the rate of placebo) were akathisia, nausea, and insomnia. In the 6-week studies, 4% of 
the patients who received VRAYLAR discontinued treatment due to an adverse reaction, compared with 2% of placebo-treated patients in these trials.1,2

§ Weight gain may occur. In two 6-week MDD studies, 2% of patients taking VRAYLAR + ADT had a weight increase of ≥7% vs 1% of those taking placebo + ADT. The mean weight changes 
reported in these studies were VRAYLAR 1.5 mg/day + ADT (n=502) =+1.54 lb; VRAYLAR 3 mg/day + ADT (n=503) =+1.54 lb; placebo + ADT (n=503) =+0.44 lb. In the 8-week MDD study, 
2.5% of people taking VRAYLAR + ADT had a weight increase of ≥7% vs 2% of those taking placebo. The mean weight changes reported in this study were VRAYLAR 1-2 mg/day + ADT (n=273) 
=+1.98 lb; VRAYLAR 2-4.5 mg/day + ADT (n=273) =+1.98 lb; placebo + ADT (n=266) =0 lb. Monitor weight at baseline and frequently thereafter.1

|| In the 6- and 8-week MDD studies, proportion of patients with metabolic shifts was similar to placebo. Shift defined as: total cholesterol: normal/borderline (<240 mg/dL) to high 
(≥240 mg/dL); fasting triglycerides: normal/borderline (<200 mg/dL) to high (≥200 mg/dL).1

¶ In the 6-week studies, the proportion of patients with shifts in fasting glucose from normal (<100 mg/dL) to high (≥126 mg/dL): VRAYLAR 1.5 mg/day + ADT=2%; VRAYLAR 3 mg/day + 
ADT=3.2%; placebo-treated=1.3%. The proportion of patients with shifts in fasting glucose from normal to borderline (≥100 and <126 mg/dL) or from borderline to high was similar in patients 
treated with VRAYLAR and placebo. In the 8-week study, the shifts in fasting glucose were similar among the VRAYLAR and placebo + ADT groups.1

ADT=antidepressant therapy; MADRS=Montgomery-Asberg Depression Rating Scale.
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