
CME NEUROPSYCHIATRY  Novel Treatments ||  SCHIZOPHRENIA & PSYCHOSIS  Culturally Informed Care

The law presumes that individuals are rational. The reasonable individual, a 
hypothetical fi gure whose actions judges and juries weigh against others, will lucidly 
consider risks versus benefi ts before acting. Yet, we know that neuropsychiatric 
impairment can impede the capacity for making these calculated judgments, and in some 
cases this impairment is associated with a lack of illness awareness (or “insight”) that 
aff ects adherence with treatment. 

In this installment of Tales From the Clinic: The Art of Psychiatry, we examine the case of 

posttraumatic stress disorder (PTSD) in the setting of homelessness and substance use. 

Most homeless individuals report experiencing signifi cant trauma at some point in their lives. 
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CONTRAINDICATIONS 
Seizure: Do not use Auvelity in patients with a seizure disorder.
Current or prior diagnosis of bulimia or anorexia nervosa: A higher incidence  
of seizure was observed in such patients treated with bupropion. 
Undergoing abrupt discontinuation of alcohol, benzodiazepines, barbiturates,  
and antiepileptic drugs: Due to risk of seizure. 
Monoamine Oxidase Inhibitors (MAOIs): Do not use Auvelity concomitantly with,  
or within 14 days of stopping, an MAOI due to the risk of serious and possibly  
fatal drug interactions, including hypertensive crisis and serotonin syndrome. 
Conversely, at least 14 days must be allowed after stopping Auvelity before  
starting an MAOI antidepressant. Do not use Auvelity with reversible MAOIs such  
as linezolid or intravenous methylene blue.
Hypersensitivity: Do not use in patients with known hypersensitivity to 
dextromethorphan, bupropion, or any component 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 Pediatrics and Young Adults: 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 and the risk is dose  
related. 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: Treatment with bupropion, a 
component of Auvelity, 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 before initiating treatment with Auvelity and monitor periodically 
during treatment. Monitor blood pressure, particularly in patients who receive the 
combination of bupropion and are receiving nicotine replacement.
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.  
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 antidepressants, including 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.

• Antidepressants increased the risk of suicidal thoughts and behaviors 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.

WARNING: SUICIDAL THOUGHTS AND BEHAVIORS 

Auvelity is the first and only rapid-acting oral treatment approved  
with labeling of statistically significant improvement in depressive 
symptoms compared to placebo starting at 1 week.1*

Auvelity is the first and only oral NMDA receptor antagonist  
approved for the treatment of major depressive disorder in adults.1-3

Auvelity uses a new approach to treat major depressive disorder that is 
different from other oral antidepressants approved in more than 60 years.1-3†

INDICATION
Auvelity is indicated for the treatment of major depressive disorder (MDD) in adults.
IMPORTANT SAFETY INFORMATION

NOW APPROVED
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IMPORTANT SAFETY INFORMATION (CONT’D)
Dizziness: Auvelity may cause dizziness. Precautions to reduce the risk of falls 
should be taken, particularly for patients with motor impairment affecting gait  
or 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  
with selective serotonin reuptake inhibitors (SSRIs) or tricyclic antidepressants 
increases the risk of serotonin syndrome, a potentially life-threatening condition. 
Prior to initiating therapy with 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 symptoms of serotonin syndrome 
occur and initiate supportive symptomatic treatment.
Embryo-fetal Toxicity: Based on animal studies, Auvelity may cause fetal harm 
when administered during pregnancy. 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.

DRUG INTERACTIONS
Strong Inhibitors of CYP2D6: Concomitant use with Auvelity increases plasma 
concentrations of dextromethorphan. Dosage adjustment is necessary. Monitor 
patients for adverse reactions potentially attributable to dextromethorphan, such  
as somnolence and dizziness.
Strong CYP2B6 Inducers: Concomitant use with Auvelity decreases plasma 
concentrations of dextromethorphan and bupropion and may decrease efficacy  
of Auvelity. Avoid co-administration of Auvelity.
CYP2D6 Substrates: Concomitant use with Auvelity can increase the exposures  
of drugs that are substrates of CYP2D6. It may be necessary to decrease the dose  
of CYP2D6 substrates, particularly for drugs with a narrow therapeutic index.
Digoxin: Concomitant use with Auvelity may decrease plasma digoxin levels. 
Monitor plasma digoxin levels in patients treated concomitantly with Auvelity.
Drugs that Lower Seizure Threshold: Concomitant use with Auvelity may increase 
risk of seizure. Use Auvelity with caution. Discontinue Auvelity and do not restart 
treatment if the patient experiences a seizure.

Dopaminergic Drugs: Concomitant use with Auvelity can result in central nervous 
system toxicity. Use Auvelity with caution.

USE IN SPECIFIC POPULATIONS 
Lactation: 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 is recommended in patients with moderate 
renal impairment (eGFR 30 to 59 mL/minute/1.73 m2). Auvelity is not recommended 
in patients with severe renal impairment (eGFR 15 to 29 mL/minute/1.73 m2).
Hepatic Impairment: Auvelity is not recommended in patients with severe hepatic 
impairment.

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%).

AUV HCP ISI 08/2022 

Please see Brief Summary of Prescribing Information on the following pages, 
including Boxed Warning for suicidal thoughts and behaviors. 

References: 1. Auvelity [Prescribing Information]. Axsome Therapeutics, Inc.: 
New York, NY. 2. FDA Depression Medicines. https://www.fda.gov/media/132665/
download. Accessed March 21, 2022. 3. Thomas D, and Wessel C. The state of 
innovation in highly prevalent chronic diseases volume I: Depression therapeutics. 
December 2017. https://www.bio.org/sites/default/files/legacy/bioorg/docs/ 
BIO_HPCD_Series-Depression_2018-01-03.pdf. Accessed March 21, 2022.

Discover what makes Auvelity different  
and be the first to know when it is available 
for your patients. Visit Auvelity.com/HCP

Ready for a new way to treat MDD?

FDA Breakthrough Therapy Designation

*As measured by change from baseline in MADRS total score.
† The mechanism of action of Auvelity in the treatment of MDD is unclear. 
 MADRS=Montgomery-Åsberg Depression Rating Scale; NMDA=N-methyl-D-aspartate
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CONTRAINDICATIONS 
Seizure: Do not use Auvelity in patients with a seizure disorder.
Current or prior diagnosis of bulimia or anorexia nervosa: A higher incidence  
of seizure was observed in such patients treated with bupropion. 
Undergoing abrupt discontinuation of alcohol, benzodiazepines, barbiturates,  
and antiepileptic drugs: Due to risk of seizure. 
Monoamine Oxidase Inhibitors (MAOIs): Do not use Auvelity concomitantly with,  
or within 14 days of stopping, an MAOI due to the risk of serious and possibly  
fatal drug interactions, including hypertensive crisis and serotonin syndrome. 
Conversely, at least 14 days must be allowed after stopping Auvelity before  
starting an MAOI antidepressant. Do not use Auvelity with reversible MAOIs such  
as linezolid or intravenous methylene blue.
Hypersensitivity: Do not use in patients with known hypersensitivity to 
dextromethorphan, bupropion, or any component 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 Pediatrics and Young Adults: 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 and the risk is dose  
related. 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: Treatment with bupropion, a 
component of Auvelity, 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 before initiating treatment with Auvelity and monitor periodically 
during treatment. Monitor blood pressure, particularly in patients who receive the 
combination of bupropion and are receiving nicotine replacement.
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.  
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 antidepressants, including 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.

• Antidepressants increased the risk of suicidal thoughts and behaviors 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.

WARNING: SUICIDAL THOUGHTS AND BEHAVIORS 

Auvelity is the first and only rapid-acting oral treatment approved  
with labeling of statistically significant improvement in depressive 
symptoms compared to placebo starting at 1 week.1*

Auvelity is the first and only oral NMDA receptor antagonist  
approved for the treatment of major depressive disorder in adults.1-3

Auvelity uses a new approach to treat major depressive disorder that is 
different from other oral antidepressants approved in more than 60 years.1-3†

INDICATION
Auvelity is indicated for the treatment of major depressive disorder (MDD) in adults.
IMPORTANT SAFETY INFORMATION

NOW APPROVED
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IMPORTANT SAFETY INFORMATION (CONT’D)
Dizziness: Auvelity may cause dizziness. Precautions to reduce the risk of falls 
should be taken, particularly for patients with motor impairment affecting gait  
or 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  
with selective serotonin reuptake inhibitors (SSRIs) or tricyclic antidepressants 
increases the risk of serotonin syndrome, a potentially life-threatening condition. 
Prior to initiating therapy with 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 symptoms of serotonin syndrome 
occur and initiate supportive symptomatic treatment.
Embryo-fetal Toxicity: Based on animal studies, Auvelity may cause fetal harm 
when administered during pregnancy. 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.

DRUG INTERACTIONS
Strong Inhibitors of CYP2D6: Concomitant use with Auvelity increases plasma 
concentrations of dextromethorphan. Dosage adjustment is necessary. Monitor 
patients for adverse reactions potentially attributable to dextromethorphan, such  
as somnolence and dizziness.
Strong CYP2B6 Inducers: Concomitant use with Auvelity decreases plasma 
concentrations of dextromethorphan and bupropion and may decrease efficacy  
of Auvelity. Avoid co-administration of Auvelity.
CYP2D6 Substrates: Concomitant use with Auvelity can increase the exposures  
of drugs that are substrates of CYP2D6. It may be necessary to decrease the dose  
of CYP2D6 substrates, particularly for drugs with a narrow therapeutic index.
Digoxin: Concomitant use with Auvelity may decrease plasma digoxin levels. 
Monitor plasma digoxin levels in patients treated concomitantly with Auvelity.
Drugs that Lower Seizure Threshold: Concomitant use with Auvelity may increase 
risk of seizure. Use Auvelity with caution. Discontinue Auvelity and do not restart 
treatment if the patient experiences a seizure.

Dopaminergic Drugs: Concomitant use with Auvelity can result in central nervous 
system toxicity. Use Auvelity with caution.

USE IN SPECIFIC POPULATIONS 
Lactation: 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 is recommended in patients with moderate 
renal impairment (eGFR 30 to 59 mL/minute/1.73 m2). Auvelity is not recommended 
in patients with severe renal impairment (eGFR 15 to 29 mL/minute/1.73 m2).
Hepatic Impairment: Auvelity is not recommended in patients with severe hepatic 
impairment.

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%).

AUV HCP ISI 08/2022 

Please see Brief Summary of Prescribing Information on the following pages, 
including Boxed Warning for suicidal thoughts and behaviors. 

References: 1. Auvelity [Prescribing Information]. Axsome Therapeutics, Inc.: 
New York, NY. 2. FDA Depression Medicines. https://www.fda.gov/media/132665/
download. Accessed March 21, 2022. 3. Thomas D, and Wessel C. The state of 
innovation in highly prevalent chronic diseases volume I: Depression therapeutics. 
December 2017. https://www.bio.org/sites/default/files/legacy/bioorg/docs/ 
BIO_HPCD_Series-Depression_2018-01-03.pdf. Accessed March 21, 2022.
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*As measured by change from baseline in MADRS total score.
† The mechanism of action of Auvelity in the treatment of MDD is unclear. 
 MADRS=Montgomery-Åsberg Depression Rating Scale; NMDA=N-methyl-D-aspartate
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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).
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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. 
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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.

10.5"

13.75"



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).
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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. 
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The law presumes that individuals are rational. The reasonable individual, a 
hypothetical fi gure whose actions judges and juries weigh against others, will lucidly 
consider risks versus benefi ts before acting. Yet, we know that neuropsychiatric 
impairment can impede the capacity for making these calculated judgments, and in some 
cases this impairment is associated with a lack of illness awareness (or “insight”) that 
aff ects adherence with treatment. 

In this installment of Tales From the Clinic: The Art of Psychiatry, we examine the case of 

posttraumatic stress disorder (PTSD) in the setting of homelessness and substance use. 

Most homeless individuals report experiencing signifi cant trauma at some point in their lives. 
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What do football and psychiatry have in common? 
For starters, there are “wins” in both. In football, 
scoring a touchdown requires players to have tenac-
ity, perseverance, concentration, and the willingness 
to forge ahead despite the human obstacles in their 
way. Similarly, to help patients achieve treatment 
success, clinicians use their earned wisdom and a 
sense of determination to overcome various treat-
ment obstacles, including complicated diagnoses and 
insurance hassles. 

Both football players and psychiatrists require 
good game plans, but they also need to read the field 
and know when—and how—to zig instead of zag. 
Such is the case when unexpected adverse effects 
pop up. Sharon Packer, MD, shares the story of one 
patient who had such an issue, and how she needed 
to pass the ball to a specialist. Similarly, both clini-

cians and football players need to engage in good 
defensive mechanisms in order to win. In psychiatry, 
that might mean monitoring electrocardiograms for 
some patients who have been prescribed lithium, as 
David N. Osser, MD, shares in this month’s Bipolar 
Update column. And let’s not forget the importance 
of cheering. In this issue’s Special Report, we look at 
issues in patient empowerment and patient edu-
cation, as “cheering” and supporting patients is an 
important path to success. 

Here at Psychiatric Times™, we continue to cheer 
you, our reader, by providing you with the tools, tips, 
and information from cover to cover to make your 
game plans successful.  

Mike Hennessy Jr
President and CEO, MJH Life Sciences®

Cheerleading and Game Plans
Publisher’s Note
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Is Science Drifting 
Into the Dark Ages?

With each passing year, to my confusion 
and dismay, the edifi ce of science that 
I was drawn to as a young boy—and in 
which I remain immersed and inspired—

feels to be slowly dismantling. During my elementary 
school years, my parents fostered and supported my love 
for the natural sciences. Christmas presents included a 
microscope, a chemistry set, a Radio Shack kit to build 
electronic devices, camping supplies, and scuba gear along 
with a certifi cation course . In high school, I took every sci-
ence class that was available, and I loved mathematics. Yes, 
I am a proud science nerd through and through.

My passion to understand the natural world 
exploded as I pursued my BS in biochemistry 
at the University of Massachusetts Amherst, 
when that branch of science was in its youth. 
The wide-ranging courses each opened a new 
door to a vast treasure trove of knowledge that 
has advanced on every front over these past 4 
decades: chemistry, biochemistry, molecular 
biology, calculus, physics, microbiology, zool-
ogy, oceanography, and so much more. I will 
never forget the excitement from my organic 
chemistry class when I learned the molecular 
structure of Styrofoam. Ultimately, I chose the 
path of medicine, and I became a clinical adult 
psychiatrist. The unifying thread throughout 
my journey has been the scientifi c method 
and the strong foundation of reproducible 
knowledge that is constructed over millen-
nium through objective study, experiments, 
and experience.

Paradigm-Changing Discoveries
One of the remarkable qualities of Homo 
sapiens is how quickly we adapt to advancing 
technologies and how just as quickly we forget 
what life was like before their existence. There 
are many paradigm-changing discoveries that 
originally humbled and excited us that we 
now tend to take for granted (Table). These 
transformative discoveries are given little 
thought, much like our entitled expectation that the sun 
should rise and set every day and that our planet should be 
able to always provide for our increasing consumption of 
food and energy.

Due to many of those scientifi c advances, quality of life 
increased, and the average life expectancy in the United 

States increased from aged 39 years in 1860 to 79 years in 
2020 (Figure).1 Two items stand out as likely having made 
the largest contribution in the doubling of our life expec-
tancy: vaccines and antibiotics, both of which emerged 
from centuries of good science.

Historical Perspective
The Age of Sail was the time period from the mid-16th 
through mid-19th century, during which sailing ships 
were dominant for exploration, global trade, and warfare. 
Because expeditions often lasted many months and fruit 
and vegetables quickly spoiled, the sailors on these vessels 

went without. As a result, approximately 50% 
of all sailors (or 2 million individuals) died due 
to scurvy.

In 1747, Scotsman James Lind, a Royal Navy 
surgeon on the ship HMS Salisbury, observed 
the onset of scurvy after 2 months at sea. Lind 
had researched the topic and hypothesized that 
scurvy was due to a dietary defi ciency. With 
scurvy cases on the rise, Lind performed what is 
believed to be the fi rst randomized clinical trial. 
He randomly assigned 12 sailors with scurvy 
into pairs, and all were provided the same food, 
fl uids, and care. Each pair was then given 1 of 
6 possible treatments daily: seawater, cider, 
vinegar, dilute sulfuric acid, plant extracts, or 2 
oranges and a lemon. The 2 sailors who received 
oranges and lemons recovered rapidly, but none 
of the other 10 sailors improved. Lind published 
his results in 1753.2 It wasn’t until a year after 
Lind’s death that the British Admiralty made 
lemon juice compulsory on all ships in 1795. In 
1928, vitamin C defi ciency was determined to be 
the etiology of scurvy.3

Vaccines and COVID-19
Remarkably, over the past 20 years in the 
United States, there has been an erosion of 
public opinion and trust that the pharmaceu-
tical industry has applied the best science to 
develop these vaccines and antibiotics. This 

phenomenon has become all too apparent by our country’s 
divisiveness and tribalism during the COVID-19 pandemic, 
during which a large subset of our population opined the 
vaccines are malfeasant manipulations by the deep state 
or camoufl aged vehicles to inject dangerous materials into 
our bodies. Additionally, conspiracy theories claiming that 

TABLE. Sampling 
of Discoveries 
That Profoundly 
Impacted Humans
Ability to control 
and direct fi re

Use of steel and 
other metals

Agriculture

Refrigeration

Industrial revolution

Automobile

Vaccines

Antibiotics

Sterile surgical fi eld

Atomic bomb

Fossil fuels

Computers

Smart phones

Sequencing the 
human genome
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the COVID-19 pandemic 
was a fabrication for 
various rogue reasons 
still abound. Sadly, the 
Center for Disease Control 
became the victim of 
political attacks. Predict-
ably, the slow but steady 
accumulation of knowl-
edge and subsequent 
recommendations was 
misconstrued as incompe-
tence and misinformation. 
Pseudo-experts continue 
to share their inaccurate 
unscientific opinions and prophesy to vulner-
able populations who want to believe them, 
likely resulting in great harm. 

Climate Change
As any good therapist will affirm, denial is a 
powerful defense. Despite an overwhelming 
database of peer-reviewed published litera-
ture and expert consensus on climate change 
resulting from human behaviors causing 
global warming, a large segment of the United 
States population does not believe climate 
change is real. 

Cautionary publications in the 1990s warned 
us about the potentially catastrophic con-
sequences to the Earth if the rapidly rising 
temperature on the planet was left unchecked. 
An Inconvenient Truth, published in 2006 by 
former Vice President Al Gore, raised public 
awareness and created a lot of debate, but 
eventually the concern diminished. A 2021 
article in Academic Medicine4 noted, “In 2019, 
an international multidisciplinary Lancet col-
laboration concluded that climate change poses 
unacceptable threats to the health of current 
and future populations worldwide….Climate 
change is among the greatest public health 
threats of the 21st century and a defining modi-
fier of the global burden of disease.”

Over the past 5 years, the United States 
has experienced the beginnings of these 
climate change impacts and weather pat-
terns: drought, flooding, large forest fires, 
oppressive heat waves, and more powerful 
hurricanes. Despite these regularly occurring 
climate change–related events and virtually 
unanimous consensus among scientists that 
human behavior is the primary cause, a signif-
icant number of political leaders continue to 
deny the extensive science of climate change. 
They simply state that they do not believe it.

Conclusion
The citrus fruit of the 1700s is our COVID-19 
vaccine. However, unlike Lind who had limited 
resources to perform the first randomized 
clinical trial in medical history, the pharmaceu-
tical industry exceled at designing, performing, 

analyzing, and reporting the 
results of extremely well-de-
signed double-blind, place-
bo-controlled clinical trials. 
Such has been the case for 
all the COVID-19 vaccines 
now available to us. The cog 
in the wheel of treatment 
today is misinformation and 
lack of trust in the institu-
tions of medicine, peer-re-
viewed published literature, 
the CDC, and pharmaceu-
tical research. Regrettably, 
the many snake oil salespeo-

ple often win the trust of the vulnerable.
Science is, and will always be, a work in 

progress. The beauty of science is that it is 
constructed slowly and steadily on the foun-
dation of all that has been discovered and 
established by committed individuals during 
the years, decades, and centuries preceding 
this moment in time. Thus, science endures 
despite the hysteria, whims, and selfish agen-
das that attack and defy it. 

Regrettably, history has taught us that the 
knowledge and dogma of established science 
does not impact society in a linear fashion. 
Through the past 2000 years, the tides of 
changing agendas have moved science back 
and forth from a luminous ally facilitating 
tremendous advances and improvements for 
humanity to the dark recesses of a deep and 
forbidden cave.

Ideally, science should be apolitical. The 
knowledge gained should be applied to 
improve the quality of life of all citizens of the 
Earth and inform us in the care and health of 
our planet. If only the policy makers would 
evolve with the knowledge that science pro-
vides to facilitate the health and wellness of 
our planet, our children, our grandchildren, 
and all generations to come. It saddens me 
that this is not currently the case.

Alas, I have no answers or recommenda-
tions regarding how to elevate science so it 
may shine its bright light in the service of our 
species and our planet. I do have a deep and 
existential concern that science is drifting into 
the dark ages.
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Nevertheless, patients, families, and clinicians 
must still make critical health care decisions, 
such as a patient’s determination to engage in or 
refuse treatment, often with urgency and limited 
information. The COVID-19 pandemic has com-
pounded the obstacles physicians commonly face 
in gaining patient acceptance of treatment and 
psychiatric referral; physicians often encounter 
exacerbated suspicion, mistrust, and emotional 
isolation even in individuals who do not suff er 
from neuropsychiatric impairment.1

So, what happens when the law inappropriately 
holds individuals with neuropsychiatric impair-
ment to legal standards that are discordant with 
the behavioral reality of their conditions, func-
tioning as a barrier to acquiring the information 
needed to make a life-altering decision?2 Specif-
ically, when do we decide to provide care for a 
patient with neuropsychiatric impairment if the 
Health Insurance Portability and Accountability 
Act of 1996 (HIPAA) is of substantial concern? 
HIPAA is a federal law that requires the cre-
ation and maintenance of national standards to 
protect sensitive patient health information from 
being disclosed without that patient’s consent or 
knowledge.3 HIPAA justifi ably protects patient 
information and privacy, but it can also poten-
tially be implemented or interpreted in a manner 
that compromises the provision of treatment.4

Hence, it is vital to remember that there is ample 
room for physicians to use clinical discretion and 
professional judgment under HIPAA’s exceptions. 

CASE EXAMPLE   “Mrs Martinez” is a woman 
aged about 55 years presenting with severe depres-
sion and symptoms of psychosis, including paranoia. 
She has become substantially impaired by fears and 
fi xed ideas, isolating herself and unable to work. Her 
husband is caring for her, but her employer requires 
a physician’s letter to preserve her job and acquire 
disability-related reasonable accommodations. 
The physician, who treats the patient and her entire 
family, learns of Mrs Martinez’s condition from her 
parents. However, Mrs Martinez refuses to see the 
physician. What can be done for the patient and her 
family while complying with HIPAA requirements? 
HIPAA aims to protect patient privacy, yet here its op-
erationalization might inhibit care provision, leading 
to a worse health outcome. 

Discussion
Given other circumstances, the patient presum-
ably would have made a deliberate decision by 
weighing the benefi t of timely disclosure against 
the loss of privacy or control of her personal 
health information. This measured decision-mak-
ing process is vital in making decisions that aff ect 

one’s health, safety, and well-being. However, 
neuropsychiatric impairment can diminish this 
faculty. For example, depression can warp one’s 
perception of reality to such an intense degree 
that all hope seems lost, and psychosis can 
profoundly disconnect one from reality. Thus 
each, respectively, impairs decision-making. 
This mismatch between the law’s presumptions 
of rationality and the behavioral manifestations 
of neuropsychiatric impairments is most read-
ily on view with forms of severe mental illness, 
and it creates a perennial hazard that situational 
factors exacerbate—as seen during the COVID-19 
pandemic. Friction between the law’s funda-
mental assumptions and the clinical realities of 
neuropsychiatric impairments leads to countless 
delayed treatments, prolonged illnesses, unneces-
sary incarcerations, and even death.

Fortunately, there is a practical workaround 
under HIPAA that provides for limited disclosure. 
Per 45 C.F.R. § 164.510(b)(3), if:
disclosure cannot practicably be pro-
vided because of the individual’s inca-
pacity or an emergency circumstance, 
the covered entity may, in the exercise 
of professional judgment, determine 
whether the disclosure is in the best 
interests of the individual and, if so, 
disclose only the protected health 
information that is directly relevant 
to the person’s involvement with the 
individual’s care.

In this case example, the treating physician 
correctly informed Mrs Martinez’s parents that 
they could provide information regarding her 
condition. However, the physician also told the 
parents that she could not, in return, provide 
information or share observations of the patient. 
With the information provided by the parents, the 
physician drafted a letter that provided Mrs Mar-
tinez’s employer with the information required 
to preserve her job and support eligibility for 
disability-related accommodations. Since the 
physician’s letter was necessary to maintain the 
patient’s insurance coverage for treatment, it fi ts 
under the exception to the consent requirement.

Mrs Martinez eventually met with an inde-
pendent medical examiner, who confi rmed 
her disability and suggested various treatment 
options with family support. The examiner herself 
could not provide treatment, just as the treating 
physician could only give a factual account of her 
clinical impressions, not an objective disability 
evaluation. Moreover, although the examiner’s 
evaluation in this context was not therapy, it ulti-

mately served a therapeutic purpose: After this 
positive experience with the independent medical 
examiner, who met with Mrs Martinez in her 
home offi  ce, Mrs Martinez consented to treatment 
with a psychiatrist. 

This resolution highlights how a patient can 
more readily accept psychiatric treatment in a 
supportive context and obviates the need for a 
health care proxy or guardianship, which both 
pose risks to a vulnerable patient’s agency. 
Despite neuropsychiatric impairment, clinicians 
can fi nd ways to respect their patients’ auton-
omy, dignity, and privacy to provide them with 
both disability accommodations and treatment. 
With the pandemic intensifying patients’ usual 
reasons for resisting psychiatric referral—such as 
fear of stigma, perceived threats to self-esteem or 
privacy, and lack of understanding of emotional 
concomitants of medical illness—physicians can 
best facilitate such referrals with empathy, clear 
communication, and reassurance of continued 
medical care.5

Concluding Thoughts
The case study poses a diffi  cult trade-off , bal-
ancing the patient’s right to self-determination 
versus the duty to provide care. However, when 
neuropsychiatric impairment diminishes the 
capacity for rational decision-making, the pre-
sumption of reasonability must give way. Clini-
cians can nonetheless respect a patient’s dignity 
and agency in these instances while concurrently 
preserving the patient’s well-being. Overbroad 
interpretations and applications of HIPAA need 
not outweigh ethical duties to patients. Through 
sound professional judgment and an understand-
ing of HIPAA exceptions to the consent require-
ment, we can help patients heal and return to a 
state of mind where they can truly exercise their 
autonomy, maintain their dignity, and ensure 
their right to privacy.

Mr Larrauri is a member of the National Alliance on 
Mental Illness Board of Directors in Arlington, Virginia. Dr 
Bursztajn is a faculty member at Harvard Medical School, 
and a practicing psychiatrist in Cambridge, Massachu-
setts, with a longstanding interest in decision-making 
under conditions of trauma and uncertainty. Dr Stein is 
executive director of the Harvard Law School Project on 
Disability in Cambridge, Massachusetts.
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CASE STUDY
“Ms Harris” is a middle-aged woman with a history 
of PTSD and alcohol use disorders who is currently 
receiving substance use treatment at a homeless 
shelter. She is engaged in a substance treatment 
program for the first time in her life. 

Ms Harris was raped by an uncle at age 12 and 
advised by her mother to keep the incident a secret. 
After the rape, she started struggling with academic 
performance and she stopped attending school 
at age 16. She married at age 19 and quickly had 2 
children. Her husband was physically and emotion-
ally abusive in their marriage. She started drinking 
alcohol to cope with the abuse. She divorced her 
husband after 20 years of marriage when her young-
est child turned 18. She received a small financial 
settlement after the divorce but had exhausted her 
savings after 3 years. She was unable to sustain 
employment because of her alcohol use and dis-
comfort interacting with strangers. During this time, 
her alcohol use escalated and her relationship with 
her children became strained. After exhausting her 
financial resources, Ms Harris experienced signif-
icant alcohol withdrawal and was admitted to the 
medical unit for treatment. She was evicted from her 
apartment for nonpayment while inpatient and she 
was subsequently discharged to a local shelter and 
substance use rehabilitation program. 

Ms Harris is seen by a psychiatrist after complet-
ing the first 30 days of her sobriety. She is visibly 
anxious with significant psychomotor agitation. She 
reports difficulty with sleep initiation as well as sleep 
maintenance. She finds interacting with her peers 
uncomfortable and isolates herself when possible. 

During the visit, she reports significant irritability, 
primarily triggered by her peers and loud noises. She 
also reports having taken escitalopram in the past 
with poor effect.

Psychological Considerations
Distrust of others is a well-known symptom 
of PTSD. Childhood maltreatment—including 
emotional abuse, emotional neglect, physical 
abuse, physical neglect, and sexual abuse—is 
also associated with increased distrust as well as 
interpersonal threat perception in adulthood.1 
This often presents a challenge to the therapeutic 
alliance. Engaging in the principles of trauma-in-
formed care is critical to both establishing trust 
and avoiding retraumatization.2

During Ms Harris’ initial visit, she is reminded 
that her participation in the appointment is 
voluntary and confidential. Prior to giving a 
trauma history, she is advised that while she may 
be asked about broad categories of abuse, she 
can decline to answer any questions that make 
her uncomfortable and request that no trauma 
history be obtained at the initial visit. She is 
invited to provide any details that she does feel 
comfortable discussing, but is reassured that she 
will not be asked to divulge any painful details of 
her past. Ms Harris discusses that she had been 
sexually abused as a child and physically abused 
as an adult, but declines to provide further details 
during the first few visits. 

Substance Use 
During the initial interview, Ms Harris has 
some ambivalence about her alcohol use. While 
she understands that her use had escalated to 

an unhealthy level, she also reports that it was 
her primary means of coping with her anxiety. 
Without it, she reports a significant escalation of 
her symptoms. She worries about her ability to 
tolerate a substance use treatment program. 

Ms Harris is not alone in her difficulties with 
alcohol use. Some studies show the prevalence 
of alcohol dependence in homeless patients to 
be upward of 55%, and similar rates of drug 
dependency.3 In emergency departments, rates of 
substance use were significantly higher, sometimes 
doubled, in homeless patients compared with 
those who did not report homelessness.4 While 
there are many hypotheses surrounding these find-
ings, one cannot ignore the influence of trauma. 
Substance use disorders and PTSD often co-occur, 
with 1 study finding that up to 46% of patients 
with PTSD also meet criteria for a substance use 
disorder.5 Successful treatment of both disorders 
simultaneously is critical for patient improvement. 

Pharmacologic Considerations
Ms Harris is initially started on sertraline for 
PTSD. Given her distrust of others and perceived 
failure of another selective serotonin reuptake 
inhibitor, considerable time is spent in psychoed-
ucation surrounding the role and effects of med-
ications in her treatment plan. She is also started 
on naltrexone for alcohol use disorder. Trazodone 
is used for sleep initiation difficulties. 

In subsequent visits, the patient reveals that 
she is having nightmares surrounding the phys-
ical abuse by her ex-husband. She reports that 
the dream frequency has not changed with the 
initiation of her other medications. Doxazosin 
is added. Although more research is needed in 
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patients with comorbid PTSD and alcohol use dis-
order, doxazosin has had some promising results 
when studying these illnesses separately.6

Other treatment options aimed at addressing 
her anxiety, such as hydroxyzine and gab-
apentin, are discussed but declined by the 
patient because of a fear of daytime seda-
tion. Topiramate is also discussed, as it has 
shown promise in patients with cooccurring 
PTSD and alcohol use disorder, although 
additional studies are needed.7 Ultimately, 
this medication is also omitted from the 
treatment plan because of the potential for 
cognitive defi cits, which could impair her 
ability to participate fully in her substance use 
treatment program.

Progress
The shelter helps Ms Harris remain adherent 
with her medications with frequent reminders 
and scheduled medication times. She participates 
in cognitive behavioral therapy (CBT)-based 
substance use treatment classes as well as group 
and individual therapy. She engages in prolonged 
exposure for her traumas. Over many weeks, Ms 
Harris begins to trust her psychiatrist and engage 
in more peer support activities. Her emotional 
and physical reactivity improve. With the help of 
the shelter’s case manager, Ms Harris is able to 
obtain work in the retail industry. As graduation 
approaches, she becomes more anxious. Her 
psychiatrist initiates a CBT-based model aimed at 
addressing her cognitive distortions surrounding 
her ability to be successful outside a structured 
setting. Ms Harris graduates from the substance 
treatment program and moves into an apartment. 

She is followed closely by her psychiatrist after 
graduation. Immediately following her transition 
out of the shelter, the patient reports a recurrence 
of anxiety and sleep disturbance. In addition, she 
reports a relapse after being off ered alcohol by a 
well-meaning neighbor. While initially struggling 
with signifi cant shame and guilt, the patient is 
able to abstain from further use. Trazodone is 
transiently increased, and Ms Harris continues to 
address her anxiety in therapy with positive eff ect. 

After many months, Ms Harris becomes 
romantically involved with a neighbor at her 

apartment complex. She reports an improvement 
in her anxiety and continued sobriety in the 
weeks following the start of their relationship. 
She is lost to follow-up.

Setbacks 
Ms Harris returns to the clinic after 1 year. She 
reports that her boyfriend did not support her use 
of psychiatric medications and advised her to stop 
them. He soon became increasingly emotionally 
abusive and the patient relapsed on alcohol. Two 
weeks ago, he sexually assaulted her after she 
declined to have intercourse. She has not told 
anyone about the assault but ended the relation-
ship. She reports feeling fearful because the man 
still lives in her apartment complex. 

Her psychiatrist provides emotional sup-
port while encouraging the patient to report 
the assault to the police and consider seeking a 
restraining order in accordance with state law. 
She is also encouraged to obtain urgent gyne-
cologic care and is given information about a 
local family violence shelter. While the patient 
declines to report the incident to the police or 
seek resources from the family violence shelter, 
she agrees to seek gynecologic care. The patient 
restarts her medications and is able to taper off  
alcohol as an outpatient. 

Concluding Thoughts 
Working with homeless patients can be exceed-

ingly rewarding. Patients such as Ms Harris can 
and do improve at a remarkable rate with the 

appropriate support and treatment. However, 
there are also challenges facing psychiatrists 
who work with homeless patients (Figure), 
notably vicarious trauma. Psychiatrists in 
this area are inherently exposed to personal 
reports of trauma repeatedly throughout the 
day. One study in Canada showed rates of 

PTSD in helping professions related to home-
lessness were 2 to 3 times higher than what 

were found in other frontline professions such 
as police work and emergency services.8 There-
fore, it is imperative that those working with 
this patient population actively engage in their 
personal wellness and ensure they are receiving 
support from their institution. 

Dr Williams is assistant professor at the Meninger Depart-
ment of Psychiatry and Behavioral Sciences at the Baylor 
College of Medicine in Houston, Texas. She specializes in 
homeless populations with cooccurring psychiatric illness-
es and serves as the departmental lead medical students 
elective o�  cer and associate clerkship director.
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FIGURE. Challenges in Working With 
Patients Who Are Homeless

What’s Your Self-Care Story?
M. Katherine Shear, MD, of Columbia University discusses self-care methods to 

prevent burnout in this episode of Wellbeing Checkup™. medicalworldnews.com/
view/wellbeing-checkup-whats-your-self-care-story

Medical
illness

Mental 
illness

Substance 
use

Homelessness - 
difficulty meeting 

basic needs

Trauma



BIPOLAR I DEPRESSION

BIPOLAR II DEPRESSION

APPROVED FOR BOTH *Based on the Montgomery-Asberg Depression Rating Scale (MADRS) total score at week 6.

Choose CAPLYTA
for a broad range of adults with bipolar depression1

•  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 and moderate or strong CYP3A4 inhibitors.
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. Avoid use in 
patients with moderate or severe hepatic impairment. 
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%).

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 
signi� 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.

References: 1. CAPLYTA prescribing information, 2021.

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

Help your patients get relief from their bipolar depression with titration-free, once-daily CAPLYTA 42 mg Scan QR code to request samples or a visit 
from a sales representative 

■ Proven ef� cacy in bipolar depression (bipolar I & II)* 

■ Once-daily, titration-free dosing—patients start on the effective dose

■ Broad access

■ Changes in weight and akathisia were similar to placebo at week 61     

•  Antipsychotic drugs have been reported to cause metabolic effects and tardive dyskinesia
Please see Important Safety Information below.



BIPOLAR I DEPRESSION

BIPOLAR II DEPRESSION

APPROVED FOR BOTH *Based on the Montgomery-Asberg Depression Rating Scale (MADRS) total score at week 6.

Choose CAPLYTA
for a broad range of adults with bipolar depression1

•  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 and moderate or strong CYP3A4 inhibitors.
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. Avoid use in 
patients with moderate or severe hepatic impairment. 
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%).

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 
signi� 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.

References: 1. CAPLYTA prescribing information, 2021.

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

Help your patients get relief from their bipolar depression with titration-free, once-daily CAPLYTA 42 mg Scan QR code to request samples or a visit 
from a sales representative 

■ Proven ef� cacy in bipolar depression (bipolar I & II)* 

■ Once-daily, titration-free dosing—patients start on the effective dose

■ Broad access

■ Changes in weight and akathisia were similar to placebo at week 61     

•  Antipsychotic drugs have been reported to cause metabolic effects and tardive dyskinesia
Please see Important Safety Information below.



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 CYP3A4 Inducers and Moderate or Strong CYP3A4  
Inhibitors: Coadministration with CYP3A4 Inducers - Avoid concomitant use of CAPLYTA with CYP3A4 inducers. 
Coadministration with Moderate or Strong CYP3A4 Inhibitors - Avoid concomitant use of CAPLYTA with moderate 
or strong CYP3A4 inhibitors.  
Dosage Recommendations for Patients with Hepatic Impairment: Avoid use of CAPLYTA in patients with  
moderate or severe hepatic impairment (Child-Pugh B or C).

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. Moderate or Strong CYP3A4 Inhibitors:
Concomitant use of CAPLYTA with moderate or strong CYP3A4 inhibitors increases lumateperone exposure, which 
may increase the risk of adverse reactions. Avoid concomitant use of CAPLYTA with moderate or strong CYP3A4 
inhibitors. Examples of CYP3A4 inhibitors include: Moderate inhibitors - Amprenavir, ciprofloxacin, cyclosporine, 
diltiazem, erythromycin, fluconazole, fluvoxamine, verapamil. Strong inhibitors - Clarithromycin, grapefruit juice,
itraconazole, voriconazole, nefazodone, ritonavir, nelfinavir. CYP3A4 Inducers: Concomitant use of CAPLYTA 
with CYP3A4 inducers decreases the exposure of lumateperone. Avoid concomitant use of CAPLYTA with CYP3A4 
inducers. Examples of CYP3A4 inducers include: Carbamazepine, phenytoin, rifampin, St. John’s wort, bosentan, 
efavirenz, etravirine, modafinil, nafcillin, aprepitant, armodafinil, pioglitazone, prednisone. 

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 - Use of CAPLYTA is not recommended for patients with moderate (Child-Pugh class B) 
to severe hepatic impairment (Child-Pugh class C). Patients with moderate and severe hepatic impairment 
experienced higher exposure to lumateperone.
No dosage adjustment is recommended for patients with mild hepatic impairment (Child-Pugh 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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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 CYP3A4 Inducers and Moderate or Strong CYP3A4  
Inhibitors: Coadministration with CYP3A4 Inducers - Avoid concomitant use of CAPLYTA with CYP3A4 inducers. 
Coadministration with Moderate or Strong CYP3A4 Inhibitors - Avoid concomitant use of CAPLYTA with moderate 
or strong CYP3A4 inhibitors.  
Dosage Recommendations for Patients with Hepatic Impairment: Avoid use of CAPLYTA in patients with  
moderate or severe hepatic impairment (Child-Pugh B or C).

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. Moderate or Strong CYP3A4 Inhibitors:
Concomitant use of CAPLYTA with moderate or strong CYP3A4 inhibitors increases lumateperone exposure, which 
may increase the risk of adverse reactions. Avoid concomitant use of CAPLYTA with moderate or strong CYP3A4 
inhibitors. Examples of CYP3A4 inhibitors include: Moderate inhibitors - Amprenavir, ciprofloxacin, cyclosporine, 
diltiazem, erythromycin, fluconazole, fluvoxamine, verapamil. Strong inhibitors - Clarithromycin, grapefruit juice,
itraconazole, voriconazole, nefazodone, ritonavir, nelfinavir. CYP3A4 Inducers: Concomitant use of CAPLYTA 
with CYP3A4 inducers decreases the exposure of lumateperone. Avoid concomitant use of CAPLYTA with CYP3A4 
inducers. Examples of CYP3A4 inducers include: Carbamazepine, phenytoin, rifampin, St. John’s wort, bosentan, 
efavirenz, etravirine, modafinil, nafcillin, aprepitant, armodafinil, pioglitazone, prednisone. 

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 - Use of CAPLYTA is not recommended for patients with moderate (Child-Pugh class B) 
to severe hepatic impairment (Child-Pugh class C). Patients with moderate and severe hepatic impairment 
experienced higher exposure to lumateperone.
No dosage adjustment is recommended for patients with mild hepatic impairment (Child-Pugh 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. 
New York, NY 10016
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Lloyd I. Sederer, MD

It’s 40 degrees below zero. You are breath-
ing thin air with one-fourth the sea level 
of oxygen. You haven’t slept in 2 days. 
Every step you take feels like your legs 

are encased in concrete. You are flanked by 
100-m crevasses.

Is this some form of torture? Maybe the photo 
is of a climber frozen in place since 1962? Might 
this be payment due for buying all that nonre-
turnable gear at Eastern Mountain Sports? Or 
perhaps it is a Himalayan scene from a forthcom-
ing Hangover film?

It’s worse. Because it’s no joke to climb to 
Everest Base Camp (17,500 ft) in Khumbu, 
Nepal, after having flown to remote Lukla airport 
(9400 ft) on what looks like an old toy plane. 
Then there is the climb to camps 1, 2, 3, and 4 
(the last at 23,000 ft)—the way stations for those 
whose minds are set on ascending to the summit 
(29,032 ft).

Let’s start in the capital city of Nepal—Kath-
mandu (4600 ft, population roughly 846,000, 
without its “urban” sprawl)—as did the climbers 
in THE QUEST: Nepal. Tourism dominates your 
first day as your local guide, fluent in English, 
herds you to a gargantuan market of narrow, ser-
pentine streets, lined by every stripe of merchant. 
Hindu and Buddhist shrines are features of the 
tour, some restored or under reconstruction after 
the earthquake (7.8 on the Richter scale) in 2015. 
Never sidestepped on the itinerary is the crema-
tory, open 24 h/d, where followers of Hinduism 
burn their dead and sweep their remains into a 
tributary of the Ganges River.

This film beautifully uses Kathmandu to 
mentally transport you, like the climbers, into 
the journey ahead. You mix with its people, pay 
respect to its historic shrines, witness its dead 
being cremated in the open air, and realize that 
you are very far from home, in many ways. 

I was in Kathmandu in 1995, beginning a trek 
to the base camp of Annapurna (13,550 ft), the 
10th-highest mountain in the world (26,545 ft), 
which is as deadly as Everest to those seeking its 
summit (not me). The people of Nepal radiate a 
warmth and welcoming that is now uncommon. 
This immersion into Kathmandu will be the most 
significant Nepalese experience that most tour-

ists—and they are legion—will have. THE QUEST 
offers a tender and detailed account of the city—a 
gift, and no less so than the icy sites ahead. 

The Everest quest then moves on to Lukla. THE 
QUEST concentrates its cameras on individu-
als, especially Ryan Waters (the American lead 
climber), touching lightly on his climbing team, 
the Nepalese Sherpas, and the guides. Waters is 
tall, fair, lean, and collegiate looking, radiating 
keen interest and humanity; only later will you 
see his unwavering grit, when the going gets 
impossible by most human standards. It is hard 
to read him—to appreciate what has driven him 
to this over-the-top and potentially fatal adven-
ture. About 300 climbers have died on Everest; 
we see the cairns marking their burial sites along 
the ascent. 

There is not much tech talk in the film’s 
portrayals (not that I wanted it). We see the 
extraordinary mountaineering equipment and the 
massive support staff, but they do not take center 
stage. I had a group of 10 assisting my 4-person, 
nontechnical climb. There is not a word in the 
film about funding THE QUEST, which surely 
was a bargain considering the cost of an Elon 
Musk SpaceX rocket launch.

We march the white mountain from one 
harrowing place to another, as if beside Waters 
and his team. This is as close a perspective of 
the mountain and him as is possible. Watching 
Waters persevere with a smile begs the question: 

Why would an individual subject himself to what 
otherwise appears enormously punishing?

Metaphor and simile are useful in considering 
this question. Everest is a massive mountain 
scraping the sky, cold and unforgiving, lording 
its dominance over the likes of us. Climbing it 
would be like a heavyweight boxing champion-
ship: Glory to the winner of the battle, although 
the mountain will not feel the punches—you will. 
Climbing the mountain must also be an exercise 
in seeking to dominate your fearful, less-than-in-
vincible self. 

The amygdala is an almond-shaped nerve 
bundle, barely an inch long, within the brain’s 
temporal lobes. It is the origin of our fears (from 
“fight or flight” to intimacy). The mountain chal-
lenges the amygdala, as the amygdala challenges 
the mountain. Talk about David and Goliath.

A quotidian life could be transformed by the 
majesty of the summit. There would be pain, but 
not the variety that debilitates—rather, a pain 
that runs from head to toe and shouts that you 
are truly alive. No doubt about it. 

The loneliness that pervades our lives, which 
is as much a health risk as 15 cigarettes a day, 
would evaporate—diffuse into the clouds. Because 
in extreme climbing, the climber has 2 intimate 
and ardent bonds. One is to the fearsome giant, 
the mountain to be tamed, the yin to your yang, 
and the source—ironically—of the juice in your 
blood. The other is the extraordinary attachment 
to your teammates, leaning into danger as you 
are—the eyes, ears, and desire beyond your own. 
It is this type of attachment the military trains 
into soldiers so “no one is left behind.” You 
are bathed, if you will, in closeness otherwise 
almost unimaginable.

Reaching THE QUEST summit seems anticli-
mactic, but it is a rare moment. The film ends in 
triumph, richly deserved. Yet, it is still less than 
we can comprehend. If you ever meet a moun-
taineer, offer him or her a drink in exchange for a 
glimpse into their soul. 

To learn more about THE QUEST: Nepal, 
visit https://www.thequestnepal.com.

Dr Sederer is a Contributing Writer for Psychiatric 
TimesTM, and a psychiatrist, public health doctor, and 
nonfiction author. 

THE QUEST: Nepal Lets You Reach  
for the Majesty of the Summit

Reel Insights
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Reviewed by Renato D. Alarcón, MD, MPH

C hristianity and Psychiatry 
is the third of a book series 
focused on several angles of the 
religion-psychiatry equation, 

published in the last 3 years and edited, 
practically, by the same team of scholars. 
These features confer high academic quality 
and a homogeneous set of perspectives on 
the topic of Christianity and its many links 
with psychiatry throughout centuries. The 2 
previous volumes dealt with Islamophobia 
and anti-Semitism as human/behavioral/
emotional attitudes. Christianity may not 
engender a similar magnitude of negative 
responses, but, perhaps for the very same 
reason, its connections with psychiatry 
exhibit a larger variety of fronts. 

This was the objective pursued by the 
4 editors (from Harvard Medical School, 
Medical College of Wisconsin, Duke Medical 
Center, and King’s College London)—asking 
a total of 31 authors (23 from the United 
States, 3 from Canada, 3 from the United 
Kingdom, and 1 each from Scotland and 
the Netherlands) to contribute 21 chapters. 
As the foreword and the introduction state, 
the book addresses different levels of faith 
and tradition versus medical and scientific 
knowledge, their antagonisms and contro-
versies, and their integration and mutuality.  

A panoramic and detailed analysis of the 
book’s content led this reviewer to formulate 
a catalogue of 5 areas explored through-
out the chapters—areas sometimes clearly 
delineated, and other times, inevitably mixed 
because of their complexities. It is not an 
isolating compartmentalization because the 
connections emerge almost spontaneously; 
nevertheless, I will describe and explore 
them as orderly as I can in an attempt to 
systematize the impressive richness of the 
reading material. The first 3 areas are his-
tory, clinical practice, and education, while 
the last 2 examine implicit contradictions 
(not from or between the authors, but owned 
by the topics themselves) and some con-

ceptual or formal, although not necessarily 
formidable absences.

History
The historical focus touches authoritatively 
on many chapters. Some readers may feel 
that the first one, titled “The fraught history 
of Psychiatry and Christianity,” would be 
sufficient with its impressive deployment of 
information from biblical sources to lucid 
perspectives during the Middle Ages and 
accomplishments of legendary figures like 
Augustine of Hippo, Baxter, Tuke, Brigham, 
Charcot, Janet, and William James through-
out the past 6 centuries. 

The questioning of divinely inspired 
behaviors of Old Testament heroes as pos-
sible psychiatric syndromes also started a 
long time ago (chapter 3). It seems that the 
stigma of mental conditions (including self-
stigma) has always existed (chapters 2 and 
14). We learn about the Christian origins of 
Alcoholics Anonymous (chapter 11) and the 
inclusion of “care of the soul” envisioned and 
clearly spelled out by Johann Christian Reil 
(the creator of the name, “psychiatry,” for 
our field) in 1808 (chapter 16). 

The polemics between conservative 
(mostly Protestant) and liberal Christians 
generated anger and confusion, but also 
channeled the first elements of the con-
temporary concept of Liberation Theology 
(chapter 19). As important, one learns of the 
prophet Muhammad’s protective attitude 
toward Christians (chapter 19) and considers 
the history of ideological and temperamen-

tal polemics between Freud (who could be 
described as Atheistic Jewish) and some 
of his early notable Christian followers (ie, 
Jung), who occupy a crucial place in the 
doctrine-based history of psychiatry and 
psychoanalysis (chapters 18 and 19).

Clinical Practice
Clinical practice encompasses diagnostic 
and treatment/management actions, all 
reflecting well-defined objectives and a pos-
itively directed pragmatism. The historical 
detection of stigma, mostly among Christian 
(“charismatic,” authoritarian) communities 
and churches since ancient times, set the 
stage for the materialization of faith-inspired 
healing (chapter 2). In turn, religion and God 
became a source of resilience and adaptabil-
ity, particularly among young people (chap-
ter 5). The distinction between psychotic 
symptoms and spiritual phenomena led to 
early conceptualizations of clinical processes 
later named spectra, an important contem-
porary nosological term that anticipated the 
great potential of a mutually understanding 
collaboration between clinicians (chapter 3). In 
the therapeutic field, the progressive Chris-
tian view allowed the acceptance of “folk 
healing,” a strongly culture-based treatment 
approach that undoubtedly used components 
of support, empathy, encouragement, and 
inspiration in non- or nominally Christian 
patients (chapters 1, 18, and 19).

The above reiterates hermeneutic close-
ness with “faith as a treatment” (chapter 5), 
which is also part of the spectrum of thera-
peutic resources that today’s well-trained, 

Christianity and Psychiatry

The book addresses 
different levels of 
faith and tradition 
versus medical and 

scientific knowledge.

Book Review

Edited by John R. Peteet, MD; H. Steven Moffic, MD; Ahmed Hankir, MBChB, MRCPsych;  
and Harold G. Koenig, MD  •  Springer, 2021  •  311 pages; $119 (paperback)
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Book Review

competent mental health professionals are 
taught to use. Spiritual care has a place in 
the list of therapeutic approaches to a variety 
of clinical conditions (chapters 10-13 and 17). 
This is another way to say that psychother-
apy, as one of the most powerful resources to 
assist mentally ill patients, follows an inclu-
sive trajectory—a comprehensive sequence 
in which the spiritual crowns a bio-psycho-socio- 
cultural route toward recovery (chapters 8, 
12, 14, and 16).

Education
Medical/psychiatric education and training 
matters are an essential component of this 
volume. Practically all the chapters convey 
valuable notions, ideas, and themes that 
could—or should—be incorporated into pre- 
and postgrade teaching program curricula. 
Quite interesting angles are offered by the 
Christian assessment of medical explan-
atory models of psychopathology (chapters 
2 and 4); the comprehensive treatment of 
trauma (chapter 6) and psychoses (chapter 
13); the “integration debates” as educational 
group activities (chapter 12); the character-
istics of Christian psychiatric care delivery 
and clergy-clinician collaborations (chap-
ters 14 and 15); and the study of outcomes 
vis-à-vis different Christian psychothera-
peutic interventions (chapter 18). Didactic 
principles are many times conveyed through 
precious biblical quotations (chapters 8 and 
10). Old terms such as acedia (or spiritual 
apathy; chapter 4) and theodicy (or human 
attempts to understand why God allows suf-
fering; chapter 9) acquire renewed meaning 
and relevance.

It goes without saying that several of 
the ideas and concepts mentioned so far, 
strongly reinforced by Christian perspec-
tives, occupy a legitimate place in the 
educational arsenal provided by the book: 
resilience, stigma, “moral injury” helping to 
understand modern entities such as burn-
out (chapter 7), loneliness as a pathogenic 
agent (“magnifying the susceptibility to 
spiritual collapse”; chapter 16), etc. And, at 
the summit, one can just mention, among 
several others, 3 vigorous contributions from 

Christian psychiatry:

1 
Its celebration of reconciliation as the 
driving force of emotional recovery and 
of life as a quest for existential mean-

ing—all preceding Viktor Frankl’s existential-
ism and logotherapy (chapter 4)

2 
Shared decision-making and a value- 
based practice (Fulford’s legacy) 
that confers to psychiatry the role of 

a “normative practice approach” compatible 
with a communitarian approach in social 
philosophy and ethics—the latter in the route 
of principles like beneficence, mercifulness, 
charity, altruism, hope, and trust (chapter 12) 

3  
The study of relational phenomena 
that, beyond “levelism” and contex-
tualization, focus on intersubjectivity 

and the existence of “the third” outside of 
exclusively dyadic doctor-patient and teach-
ing-audience perspectives (chapter 16)—a 
wise anticipation of the “otherness” phenom-
enon that is so profoundly relevant in today’s 
psychiatry and psychotherapy

Contradictions
A book of this nature must also examine old 
and current contradictions in the field of 
the so-called Christian psychiatry to assert 
truth and objectivity. The polemics between 
Freudian pronouncements about religion in 
general—and Christianity and its churches, 
in particular—are mentioned several times, 
somehow personalizing it in their exchanges 
and Freud’s final rupture with Jung. Beyond 
that, the Christian vision reflects yesterday 
and today’s many confrontations between 
psychology and psychiatry (chapter 12). 
Differing interpretations of the same clin-
ical phenomena, a frequent reality among 
clinicians, occur equally among theologians 
discussing the religious/spiritual meaning 
of psychopathological behaviors (chapter 
4). Last but not least, contradictions are rec-
ognized and discussed within and between 
Christian churches in their consideration 
of psychiatric symptoms, syndromes, and 
diseases, and—perhaps more profoundly—
between Jewish (the first Christians in 

history) and Black Christians (chapters 14 
and 19).

Absences
Finally, a reviewer must point out absences, 
omissions, and even excesses in the work 
being read—quasi-criticisms that may be 
quite personal or questionable. A broad, 
panoramic view of the religious/spiritual 
perspective as a strong component of old 
and contemporary cultural psychiatry seems 
to be missing; some may say that the whole 
book is sort of a treaty on the topic, but an 
ontological precision in the form of a brief 
chapter may have helped. The role of the 
family is mentioned many times, but lacks 
focus and clear meaning—again, from a cul-
tural (not only Christian) perspective. The-
oretical speculations were unavoidable on 
occasions, and simplistic-looking explana-
tions (ie, slow breathing settling autonomic 
nervous system activation) may have been so 
probably due to space reasons.

In short, this volume is a fascinating 
incursion into a field that everybody talks 
about, but few examine in depth. It offers 
excellent historical reviews, valuable clinical 
experiences, selected didactic pearls, and, in 
its last 3 chapters, meaningful autobiogra-
phies of psychiatrists from different religious 
backgrounds sharing a common work that 
is full of essentially human ingredients: psy-
chiatry. As the last paragraphs point out, this 
perspective assists patients of all religious 
persuasions and viewpoints, encouraging 
them and their psychiatrists to integrate 
faith with the rest of their lives. This book 
will also help psychiatrists and other mental 
health professionals “remain aware of (their) 
blind spots and needs for both God and sci-
ence,” reaching, in turn, “a view of truth that 
is evidence-based, clinically relevant, and 
informed by the wisdom of Christianity and 
its fellow traditions.”

Dr Alarcón is Distinguished Emeritus Professor of 
Psychiatry at the Mayo Clinic School of Medicine 
in Rochester, Minnesota; Honorio Delgado Chair 
at Universidad Peruana Cayetano Heredia in Lima, 
Perú; and an Editorial Board Member of Psychiatric 
TimesTM.

Call for Papers.    Psychiatric TimesTM extends a call for clinical articles, commentaries, and  reviews that are relevant to the field 
of psychiatry and psychiatric clinicians. Please send proposals along with contact information to PTEditor@mmhgroup.com. (Please 
note that all case studies must be de-identified to protect patient confidentiality.)  Proposals will be reviewed for relevance, timeliness, 
originality,  and interest. We look forward to hearing from you!
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H. Steven Moffic, MD

If you are of a certain age, you will recall the saying: “Doctor 
knows best.” After the civil rights era and the social justice 
advances of various groups, including patients, the saying 
became more like: “Both doctors and patients know best.” 
Actually, it is even broader than that when you go beyond an 
individual private practice office to treating more complex 
patients with serious illnesses. Then we have something like: 
“The team know best.” 

Following doctors’ orders in psychiatry has always been 
a challenge. Stigma, denial, confusion, and misinforma-
tion often contributed to the reluctance, or nonadherence, 
of patients. That was what led me early on in my career to 
try to empower patients. What follows is what a colleague 
remembered from sitting in on my patient interactions in the 
early 1980s1:

“Dr Moffic was a coleader with the patient in the room. 
He found ways to ask his patient what the patient thought 
about his/her treatment. This may sound like a small thing, 

but it was rare. . . .I had never heard another psychiatrist 
ask his patient what medication they thought would work 
best. . . .He was empowering his patients to have a voice in 
their treatment and medication. I believed this partnership 
approach also improved his patient’s [adherence] with taking 
their medication.” 

This caseworker, Herb Bateman, started and empowered 
one of the earliest patient peer services.

As patients with severe mental illness are involved with 
their families in one way or another, families were brought 
in with the permission of the patient because their pos-
itive expression was therapeutic and they needed to be 
empowered too.

Education had similar feedback loops. Though we psychi-
atrists were usually the most thoroughly educated and had 
much to teach, we had to try to follow what other clinicians 
wanted to learn and also what they could teach. This feedback 
was especially important in recognizing and reducing struc-
tural racism in our clinics. 

Back in the early 1990s, I was asked to be the medical 

Psychiatrist Humility  
and Patient Empowerment

PSYCHOEDUCATION SPECIAL REPORT
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The Importance of  
Avoiding Implicit Bias in 
Advocating for Patients

director of a clinic special-
izing in working with those 
with gender concerns, which 
was, at that time, the only 
such clinic in the Midwest. 
I asked, “Why me?” I knew 
virtually nothing about such 
patients. The head of the 
clinic responded: “Well, 
you have a good reputation 
in helping the underserved 
minorities. If you come here 
with the same attitude, we 
and the patients will teach 
you most everything else 
you need to know.” And 
they did. And that is what 
Valeria Roldán and Z Paige 
Lerario, MD, NYS CRPA/
CPS-provisional, and the 
other authors in this Special 
Report, do in their articles. 

Nowadays, that is called 
cultural humility. Psychia-
try, like the rest of medicine 
and other fields, is a work in 
progress. We are all wrong 
at times, have to admit that, 
and move on. I would call 
that psychiatrist humility.

The informative and 
empowering papers in the 
Special Report follow this 
same spirit and model. 
Learn from them!

Dr Moffic is an award-winning 
psychiatrist who has special-
ized in the cultural and ethical 
aspects of psychiatry. A prolific 
writer and speaker, he received 
the one-time designation of 
Hero of Public Psychiatry from 
the Assembly of the American 
Psychiatric Association in 2002. 
He is an advocate for mental 
health issues related to climate 
instability, burnout, Islamopho-
bia, and anti-Semitism for a 
better world. He serves on the 
Editorial Board of Psychiatric 
Times™.

Reference
1. Bateman H. Pathway to Treasure: Dis-
covering the Hope Empowerment Can 
Bring Toward Recovery From a Serious 
Mental Illness. Herb Bateman; 2022. 

Natasha Massoudi, MD, MPH; Agata Piotrowska, BS; 
Kayla Behbahani, DO

The tele-geropsychiatry new patient consulta-
tion appointment started. The patient and his 
wife were on camera. The patient was able to 
answer most of the interview questions him-

self, with his wife chiming in intermittently. The patient 
was a very pleasant man living with Parkinson disease. 
We talked about where the patient and his wife live, their 
children, the patient’s time in the military, and the state 
of his mood. Then I asked about eating and sleeping and 
started the review of medications. Here we go, I said 
to myself.

The consult was a referral from the patient’s primary 
care physician noting anxiety and that “wife requests refill 
for patient’s clonazepam 1.0 mg qhs.” The consult men-
tioned that clonazepam was the only medication to assist 
with the patient’s mood and sleep. It also mentioned that 
the primary care physician had recommended trazodone 
but that the prescription was never filled. Naturally, 
I thought about clonazepam and the fall risk for the 
patient—an older gentleman with Parkinson disease—and 
about how clonazepam is the “only medication that assists 
the patient,” according to the consult. I was eager to talk 
with the patient and his wife and curious about whether 
there might be pushback when discussing the adverse 
effects of such a medication, especially in a patient with 
Parkinson disease. 

I was prepared to discuss the risks and benefits of using 
clonazepam at this dose in an individual with dizziness 
and falls, compounded by a neurodegenerative disease. 
Then came a natural pause—one of the moments in the 
psychiatric interview that can often be just a moment to 
hold space with the patient. 

“He used to thrash in his sleep,” the patient’s wife said. 
“Thrash?” I asked.
“Yes,” she said. 
“Could you tell me a little bit more?” I asked.

The patient’s wife then described years in which the 
patient would become agitated during the night, moving 
his legs and arms and sometimes striking his wife during 
these episodes. The only medication that the patient had 
used over the last 12 years was clonazepam. When he 
trialed quetiapine, the thrashing got worse.

I thought to myself: Thrashing…in someone with Par-
kinson disease…got worse with quetiapine…Could this 
in fact be rapid eye movement sleep behavior disorder 
(RBD)? I quickly went to UpToDate and searched for 
“treatment” and “first line: clonazepam 0.5 to 1.0 mg 
qhs.” Then came the “ah-ha” moment. 

The patient and his family were never told the actual 
medical name for “thrashing.” They were never told that 
the clonazepam was to lessen these episodes. There was 
no documentation of this diagnosis anywhere in the 

patient’s direct access chart. It was through digging back 
11 years in a remote medical chart and finding one neu-
rology note that said—albeit in 3 letters—“RBD,” with no 
subsequent explanation, that I realized this was what the 
patient was experiencing. Could it be true?

This was not about benzodiazepines. It was not about 
overuse or misuse of the drug. It was about the first-line 
FDA-approved drug for RBD1—and the only one that 
worked for this patient. RBD is a disorder in which patients 
act out their dreams, which is commonly seen with comor-
bid Parkinson disease.2 This diagnosis was never discussed 
with the patient and his family, who were also never given 
a diagnosis to explain the years of sleep disruption. It never 
made it into the patient’s formal diagnosis list, so it never 
got carried forward on his problem list. 

I immediately wondered how many times this patient 
must not have been listened to because his wife was 
asking only for clonazepam. What would have happened 
if his wife had never mentioned thrashing during sleep 
in this patient encounter? This certainly could have gone 
very differently. 

Today, when doctors are targeted for irresponsible pre-
scribing practices, how many physicians are hesitant to 
prescribe what turns out to be the first-line treatment for 
a legitimate medical condition? Ultimately, that is where 
the buck stops. Sometimes this is due to preconceived 
notions or scenarios we often play out in our head prior 
to engaging with patients. Sometimes it is because we do 
not dig deep enough into medical charts and then make 
assumptions. And then, there is a staunch reminder that 
the patient’s story is the center of the encounter. We need 
to keep an open mind about the patient’s narrative and 
ensure that it is what remains front and center. 

Our own implicit biases come into play at times whether 
we like it or not, especially when it comes to frequently con-
troversial medications. If we do not ask, if we do not explore, 
and if we do not engage in those moments of holding space 
with patients, our biases can cloud our judgment and divert 
patient care in very different directions than intended. Lis-
tening to patients, asking them questions, and maintaining 
an open mind throughout the conversation can be key not 
only to preventing our implicit biases from taking over, but 
also to providing more effective patient care.

Dr Massoudi is a PGY2 psychiatry resident at Nova Southeastern 
University College of Medicine/Bay Pines VA Healthcare System. 
Ms Piotrowska is a medical student at Nova Southeastern Uni-
versity College of Medicine. Dr Behbahani is associate training 
director of the general adult psychiatry residency program and 
geriatric psychiatry site director at Nova Southeastern University 
College of Medicine.
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Valeria Roldán; Z Paige Lerario, MD, NYS CRPA/
CPS-provisional

The data is clear: We should expect 
an increasing number of transgen-
der and gender diverse (TGD) youth 
presenting to our practices over the 

coming years.1 We must ask ourselves: Are we 
prepared to treat these patients and their fam-
ilies with the most affirming, evidence-based 
treatment available?2

Case Example For discussion purposes, consider a 
prototypical case of “Bar,” an 11-year-old child who 
presents to your office accompanied by his parents. 
Bar was assigned female at birth but recently began 
identifying with “he/him” pronouns; he is scared to 
face impending puberty. Bar’s father informs you that 
he is afraid Bar will be “bullied for being gay.”

Supporting the Patient  
and Their Family
Recent qualitative studies suggest that the 
caregivers’ response and adjustment to their 
TGD child’s identity development is critical to 
the child’s mental health.3 An integrative family 
therapy approach should affirm and support the 
TGD child in an equal partnership between the 
caregivers and the child.4 Addressing attune-
ment and attachment is important for the family 
system, as there is likely longstanding inter-
generational trauma from adoption of rigid, 
binary gender norms.5 Families should prioritize 
building psychosocial support for, and affirming 
the gender identity of, the TGD child, rather than 
focus on worries like “Is this my fault?” “What 
went wrong?” or “Is this just a phase?” The family 
may express grief due to the loss of an expected 
future they associated with the assigned sex of a 
transitioning child.6 

Distress tolerance and interpersonal relation-
ship dynamics can be tested during a gender tran-
sition7; as a result, many with gender dysphoria 
may be misdiagnosed with personality disorders.8 
Dialectical behavioral therapy is a good thera-
peutic option for these patients.9 It is important 
that group therapy options provide affirming 
environments for transgender group members. 
This includes the facilitator’s role modeling of 
appropriate usage of pronouns and chosen names 
during therapy sessions.

Disclosing a shared identity with a patient can 
aid the therapeutic alliance by displaying under-
standing and empathy for the patient’s experi-
ence, which can facilitate trust and reciprocity.10,11 
It is vital that providers reflect on whether 
self-disclosure is being done with the intent of 

improving patient care, and peer supervision 
around this can be of value.

Psychiatrists should model inclusive envi-
ronments to their TGD patients within their 
offices and clinical spaces.12 Patients and their 
families should feel safe to give feedback to the 
psychiatrist when they fail to produce an affirm-
ing patient experience.2 In these situations, the 

administrative response should be transparent 
and timely, and it should address the root cause 
of the issue. Psychiatrists should collaborate and 
advocate with the family and other community 
and mental health professionals, such as school 
psychologists and counselors, to create affirming 
environments within the child’s home and school 
life.13 It is imperative that work with TGD patients 

Affirming Evidence-Based Care for Young 
Patients Who Are Transgender or Gender Diverse

TABLE 1. Recommended Psychoeducational Approach for Families of a Transgender or Gender-Diverse Child 
Action Examples

Language Use non-
invasive, 
respectful, 
affirming, and 
empowering 
language

•   Ask the child’s preference as to their chosen name and pronouns and 
preferred language regarding gendered body parts. Be flexible and adopt 
the new names or pronouns immediately if the child changes them. 

•   If not sure, ask. Don’t assume. Use gender neutral language if unsure. Avoid 
unnecessarily gendered language. 

•   If a mistake is made, immediately apologize once, explain this is something 
being worked on, then move on. Improve by practicing with allies or 
researching implicit bias. The patient should not be expected to comfort 
the provider for emotions behind the mistake. Do not assume an apology is 
exclusive of transphobic language.  

•   Don’t assume the child is or will be interested or engaging in sexual 
behaviors or romantic dating (some are asexual) or how they have sex. Do 
not assume the child’s sexual orientation based on their gender identity or 
expression. Let the child lead the discussion about these preferences and 
orientations. 

School 
support

Collaborate 
with schools

•   Work with the child’s school to support inclusive environments. 

•   Display signage of allyship in classrooms and hallways (posters, flyers, 
pride flags, etc)

•   Ask teachers, administrators, and coached to wear pronoun pins and 
allow students to, as desired. 

•   Share pronouns on video conferencing profiles and during class 
introductions. 

•   Document and use the child’s chosen name and pronouns.

•  Offer options for gender-neutral facilities (eg, restrooms, locker rooms).

•   Allow children to socialize and participate in school activities and athletics 
based on their gender identity not sex assigned at birth.

•   Adapt dress codes to include gender expression outside of binary 
cisgender norms. 

Public 
support

Practice 
active allyship, 
role modeling, 
advocacy 
and visible 
support of 
inclusive 
culture

•   Correct those who misgender or use other language that stigmatizes TGD 
individuals. 

•   Model appropriate use of pronouns and chosen names. 

•   As safe, advocate for TGD individual’s rights and needs. 

•   Support your local community centers which provide TGD services. 

•   Support inclusive environments at places of employment, health care, 
public accommodations, and religious practice. 

Knowledge Increase 
knowledge 
of gender 
diversity 
and improve 
implicit biases

•   Attend lectures, conferences, trainings or workshops within the area. If 
none are available locally, they should be referred to online and remote 
video conference services. 

•  Read or listen to a podcast of audiobook on gender and sexuality topics. 

•   The family should work on implicit biases by carefully and respectfully 
exposing themselves to diversity. They should talk about gender and 
sexuality with the people in their life, including family, friends, other social 
supports, and their mental health providers.

Courtesy of Mackenzie P. Lerario, adapted with permission from: Lerario MP, Rosendale N, Waugh JL, Turban J, Maschi T. Functional 
neurological disorders in sexual and gender minority people. Neurologic Clinics. 2023. In press.
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involves ongoing feedback and participation from 
aff ected community members throughout the 
learning and healing process.14

To create a more affi  rming environment for a 
TGD child, psychiatrists should collaborate with 
the family, school, and community. For example, 
using noninvasive and empowering language can 
be a great fi rst step in establishing not only a good 
environment, but also a therapeutic alliance. See 
Table 1 for more information, and the Sidebar
on Page 39.

Psychiatric Terminology: 
Is the Field Doing Enough? 
Gender Dysphoria and Its 
Signifi cance in the TGD Community
Gender dysphoria is a term that originated within 
psychiatry. The DSM-5-TR defi nes gender dyspho-
ria as “the psychological distress that results from 
an incongruence between one’s sex assigned at 
birth and one’s gender identity.” Gender euphoria 
is an accepted term used in the TGD community 
that recently entered the peer-reviewed literature.15

It is defi ned as a “joyful feeling of rightness” and 
the “powerfully positive emotions” that comes 
from one’s gender. See Figure 1 for more details 
on gender dysphoria and euphoria.

Gender dysphoria is caused by repeated expo-
sure to gender-nonaffi  rming environments, which 

can result in higher rates of depression, anxiety, 
trauma and stress disorders, rumination, soma-
tization, and suicidality in TGD individuals.16-21

The mismatch between a person’s self-identifi ed 
gender and invalidating environments can occur 
within multiple domains, including online, home, 
school, athletic, employment, carceral, and health 
care settings.22-28 Access to affi  rming environ-
ments and health care improves mental health 
outcomes28-30; on the other hand, nonaffi  rming 
environments and barriers to health care increase 
disparities for TGD individuals.31,32 Due to recent 
attempts to criminalize evidence-based affi  rming 
health care for TGD individuals, psychiatrists 
should expect to see an increase in patients pre-
senting with gender dysphoria in the near future.33

The Gender Minority Stress 
and Resilience Theory
The Gender Minority Stress and Resilience Theory 
describes the disparate impact of risk and pro-
tective factors on the experience of internalized 
(proximal) and external (distal) oppression in TGD 
communities.34 These stress and resilience factors 
combine with other forms of social identity–based 
discrimination, such as racism and socioeconomic 
disadvantage. Taken together, this intersectionality 
is responsible for the structural pathways leading 
to systemic health care inequities experienced by 
TGD community members (ie, social determinants 
of health).35 Figure 2 provides more details on 
minority stress and resilience.

Minority stress models have been used to 
explain the increased risk for biological, psycho-
logical, and social health disparities observed 
in TGD communities. These biological factors 
include increased rates of cardiovascular disease 
and cancer-related outcomes, whereas psy-
chological outcomes of minority stress include 
depression and suicidality.36-38 Among the TGD 
community, social disparities and structural 
disadvantages have been noted in increased rates 
of incarceration, housing instability, underin-
surance, and risk behaviors, such as substance 
misuse as a negative coping mechanism.27,39-41

Figure 2 expands on this topic and gives exam-
ples of resilience, or protective factors, that mod-
erate the eff ect of minority stress.42 Resilience 
factors include methods to create systemic and 
structural changes that increase the psychosocial 
support and affi  rming environments available to 
TGD individuals.43 Additionally, TGD individu-
als can learn skills such as community building, 
advocacy, role modeling, and other expressions of 
pride, self-worth, and self-acceptance.

Conclusion of Case Example
You diagnose Barr with gender dysphoria and 
provide supportive psychotherapy throughout 
the social transition process. You present Barr 
with information regarding his local commu-
nity center, where Barr becomes active in peer 
support and social activities. You provide educa-
tional resources to Barr’s parents, who join their 
local PFLAG (Parents, Families, and Friends of 
Lesbians and Gays) chapter to speak with other 
parents of TGD children. You discuss the changes 
in pronouns with Barr’s school psychologist and 
work with school administration to help develop 
strategies for Barr to express his gender authenti-
cally within the school’s policies.

After a year of treatment, although Barr feels 
more confi dent in his masculine gender expres-
sion, he reports ongoing depression due to 
expected changes with puberty. As a result, you 
refer Barr and his parents to a gender-affi  rming 
endocrinologist to discuss options regarding 
potential puberty suppression and timing. 

Concluding Thoughts
Psychiatrists are in a unique position to empower 
their patients by recognizing and addressing key 
issues surrounding gender and sexuality. This 
includes the use of sensitive and inclusive language 
and assisting the fi eld in adapting to ongoing evo-
lution of community standards of care. Similarly, 
it is important to integrate transition and resocial-
ization eff orts with the patient’s family, commu-
nity centers, and school professionals. Table 2 
provides a list of potential resources to help in this 
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Intersectionality: The combination of a person’s social identities 
infl uencing their experience of privilege and oppression. 

Gender 
identityReligion 

spirituality
Sexual 

orientation

Age

Ethnicity, 
racism

Disability

Socioeconomic 
status

Discriminatory laws, 
policies, institutions

Enacted and perceived 
violence, discrimination 

and rejection
Non-a�  rmation of 

gender identity

Hostile environments 
and attitudes

Healthcare

Proximal factors
Internalized 
oppression

Anticipatory 
rejection

Concealment Negative coping 
mechanisms

Resiliency factors

Community and 
family support

“Is my gender 
being a�  rmed?”

Antidiscrimination and 
gender a�  rming laws

Advocacy, pride, 
gratitude and 
a�  rmations

Access to a�  rming 
health care

Biological 
outcomes

Psychological 
outcomes

Social outcomes

Di� erential 
access to 

care

Courtesy of Mackenzie P. Lerario, adapted with permission from: Lerario MP, Rosendale N, Waugh JL, Turban J, Maschi T. Functional neurological disorders in sexual and gender minority people. Neurologic Clinics. 2023. In press.

YES

NO

Gender euphoria
•   Community term
•   Self-empowering

Gender dysphoria
•   DSM diagnosis
•  Pathologizing

*   Complex relationship

*   Not experienced by all TGD people

*   May be motivators of, or infl uences by, gender transition

FIGURE 2..Minority Stress & Resilience Model

FIGURE 1.. Experience of
Gender A�  rmation
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endeavor. Together, we can work to provide 
affirmative and evidence-based care for all 
youth, whether or not they identify within 
the gender binary.

Ms Roldán is a sixth-year medical student at Uni-
versidad Peruana Cayetano Heredia in Lima, Peru. 
She aspires to become a neurologist and to contin-
ue advocating through research and policymaking 
for the transgender community. Dr Lerario is a 
board-certified neurologist and graduate student 
of social service at Fordham University, where they 
perform activism and research for the transgender 
community.
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TABLE 2. Recommended Provider, 
Educator, Family, and Patient Resources

Mental health services

Gender-affirming medical providers, including individual 
psychotherapists, can be found through the World Professional 
Association for Transgender Health (WPATH) at  https://www.
wpath.org/provider/search.

More information about the role of gender in family therapy can 
be found at the Ackerman Institute for the Family at  https://www.
ackerman.org/research/gfp/. 

Crisis services

The Trevor Project provides free, confidential, 24/7 live connection 
to a crisis counselor anywhere within the United States:  https://
www.thetrevorproject.org/get-help/. 

Call 988 or visit https://988lifeline.org/help-yourself/lgbtq/ for 
24/7 confidential support available anywhere in the United States. 

Community services

Online community forums for TGD young people aged 13 to 21 years 
can be found at TrevorSpace: https://www.trevorspace.org/.

Refer your patients to their local community center, which can be 
located by visiting CenterLink, the Community of LGBT Centers:  
https://www.lgbtcenters.org/LGBTCenters. 

Parents, Families, and Friends of Lesbians and Gays (PFLAG) 
offers services and resources to families of TGD individuals. Find a 
local chapter at https://pflag.org/find-a-chapter. 

Educational materials

This site includes resources from the Human Rights Campaign (HRC) 
on LGBTQ+ youth: https://www.hrc.org/resources/lgbtq-youth.

This site includes educator resources from the Gay and Lesbian 
& Straight Education Network (GLSEN): https://www.glsen.org/
resources/educator-resources. 

Family and school support materials can be found at Gender 
Spectrum:  https://genderspectrum.org/.

TGD youth and family resources can be found at the Family 
Acceptance Project:  https://lgbtqfamilyacceptance.org/.

Upcoming surveys

Encourage your TGD patients to take the 2022 United States 
Transgender Survey, performed by the National Center for 
Transgender Equality, at https://www.ustranssurvey.org/.

Latin American resources

Find educational materials at Unicxs-Perú (https://www.
unicxs.org/home), Centro de Investigación Interdisciplinaria en 
Sexualidad, SIDA y Sociedad (CIISSS) (https://ciisss.cayetano.
edu.pe/), and PROMSEX-Perú (https://promsex.org/diversidad-
sexual-genero/). 

Community services can be found at Visibilidad Transmasculina-
Peru (https://www.instagram.com/visibilidad.transmasculina/), 
Diversidad Trans Masculina-Peru (https://www.instagram.
com/diversidadestm/?hl=es), Féminas-Perú (https://www.
instagram.com/feminasperu/?hl=es), Presente-Perú (https://
presente.pe/), Casa Trans Lima Este-Perú (https://presente.
pe/casatrans/), Asociación de Travestis, Transexuales y 
Transgéneros de Argentina (http://attta.org.ar/), Asociación 
OTD-Chile (https://www.instagram.com/otdchile/), Alienhadas-
Chile (https://www.instagram.com/alienhadas_/), Colectivo 
Trans del Uruguay (https://www.instagram.com/colectivo_
trans_uruguay/?hl=es), and Un Trans Más-México (https://www.
instagram.com/untrans_mas/?hl=es). 

Information about legal services is available at PROMSEX-Peru 
(https://promsex.org/diversidad-sexual-genero/) and Oficina 
Académica de Responsabilidad Social de Derecho PUCP (OARS 
PUCP)-Perú (https://www.instagram.com/rsderecho/). 
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Sharon Packer, MD 

Lilly” lived as well as she did, as long 
as she did, because the sun does not 
shine in SoHo. In New York City’s SoHo 
district, cast-iron constructions more 

than a century old cast long, dark shadows, like the 
black shadows in Batman comic books. Narrow 
alleyways separate back-to-back buildings, leaving 
almost no room for shafts of sunlight to seep in. 
Film noir–style shadows are abundant in that part 
of town, as they are in Batman’s fictional Gotham 
City, inspired by Manhattan’s cast shadows. 

SoHo began as a manufacturing zone, where 
floor-through factories did not demand sunny 
cityscape views. Yet today’s SoHo is a fashion-
able area with little trace of its past. It housed 
my psychiatry practice for the last decade. When 
manufacturing left New York City, those large 
SoHo spaces turned into artists’ lofts, which 
then gave way to art galleries. Gradually, pricey 
designer boutiques replaced many galleries, and 
fashionably dressed shoppers and shop salespeo-
ple displaced artists. 

Lilly was unlike other SoHo shop salespeo-
ple who wore unaffordable dress samples that 
turned them into breathing billboards. She was an 
apprentice jewelry designer at an established shop 
on Prince Street, a few blocks from my office. Even 
though she was only an intern and still a student, 
she had already amassed an impressive portfolio. 
She was wearing one of her creations when she 
arrived at my office for her first appointment—a lit-
tle late, because passers-by had stopped her on the 
street to ask where she sold her unique brooches. 
Such was life in SoHo. 

Lilly was referred by Fashion Institute of Tech-
nology (FIT) Student Health Services to resume 
attention-deficit/hyperactivity disorder (ADHD) 
treatment that had begun in grade school. FIT Stu-
dent Health Services addressed acute symptoms 
only and referred students with long-standing 
conditions to private psychiatrists like me. Records 
documenting treatment that started when Lilly 
was young had arrived in advance, making it easy 
enough to refill her prescription for amphetamine 
salts. It was equally easy to add a selective sero-
tonin reuptake inhibitor (SSRI)—and supportive 
therapy—when her social anxiety surged in this 
city of strangers, and when she felt overwhelmed 
by the stereotypically assertive New Yorkers who 
surrounded her.

Previously, Lilly was treated at a federally 
funded clinic. This rural area grappled with phy-
sician shortages. Her stimulants did not relieve 
the dyslexia that caused her more distress than 
inattention—but there were no local resources for 
cognitive remediation to help with reading and 
spelling. Luckily, Lilly preferred an arts-related 
career that sidestepped academic studies. 

As her social anxiety subsided, she shared 
details about her early life in small-town Phoe-
nicia, which was a few hours from Manhattan, 
geographically speaking, but light-years away 
on a cultural level. Lilly was forthcoming about 
her struggles in school and the fact that most of 
her family members lacked so much as a high 
school diploma, much less advanced degrees. 
Still, despite her dyslexia—or maybe because of 
it—Lilly created clever necklaces from cans that 
she scavenged near the Esopus Creek, where 
shabby trailer camps contrasted with picturesque 
waterfalls that attracted tourists. 

Phoenicia was a simple place, known for camp-
ing and tubing and long stretches of tall, fragrant 
pine trees. There, Lilly’s mother tended garden at 
a vacation home owned by a well-to-do Brooklyn 
couple. Her father functioned as a live-in care-
taker, allowing the family to live rent-free. Their 
basement apartment was drafty and cold in the 
winter, when the owners were away and the heat 
was off, but it was still better than the trailers that 
lined the riverbanks, according to Lilly.

Her family lived underground—no taxes, no 
voting—until Lilly applied for a state scholarship. 
But every weekend, her father packed his pick-up 
truck with a fresh supply of repotted hostas, 
selling them to second-home owners. Lilly joked 
about weekenders’ willingness to pay outsize 
prices for minimal efforts needed to propagate 
common plants that grew in their shade garden.

Eventually, Lilly’s father added her found-ma-

terial brooches and bracelets to his hosta display. 
This caught the eye of an elderly tourist, who 
suggested that she create a portfolio and apply for 
a scholarship to FIT so she could hone her skills 
and prepare for a “real world” career. Lilly had 
never heard the word “portfolio” before, but she 
was impressed when she heard that both husband 
and wife were college professors. So, she followed 
their advice. She won a scholarship, thanks to this 
chance encounter. Her creations also impressed 
a jeweler in SoHo, who offered her an internship 
at his shop, with a chance to make jewelry from 
“real” metals, not just discarded metal cans.

At each appointment, Lilly shared more details 
of her day-to-day life. She made her way to work 
early each morning, exiting the tenement apart-
ment she shared with an elderly aunt on Mul-
berry Street, located a short, shaded block from 
my office. She scheduled the earliest appointment 
available and then darted between the shadows, 
crossing narrow cobblestone streets that paved 
those deep caverns created by cast-iron towers. 
To commute to FIT, she jumped on the N train at 
the Prince Street subway stop, half a block away. 
To travel to her job at the jewelry store—which 
offered course credit toward her jewelry-mak-
ing certificate—she sped down Prince Street in 
the opposite direction. Sometimes, she said, she 
headed for a hidden alley near Houston Street, 
where she studied at a library that was sheltered 
from public view but gave her a great angle from 
which to watch discreetly staged fashion shoots at 
the far end of the alley. 

Lilly did not resent her limited itinerary, for she 
found the New York City crowds too overwhelm-
ing, and she appreciated the predictability of a set 
schedule. And Lilly’s life was indeed predictable 
until something changed in late winter. 

For Presidents’ Day weekend, a classmate 
invited her on a ski trip at an upstate resort—and 
that was when things started to shift. Embar-
rassed to admit that she could not afford a lift 
ticket, much less skis, Lilly sat on the sidelines for 
hours, near the snow-covered and sun-drenched 
trails. Upon return, she complained that her 
hands hurt, and that her fingers turned blue. 

Lilly was describing Raynaud syndrome, which 
could worsen with vasoconstricting stimulants. 
Still, it seemed odd that such an adverse effect 
(AE) started so suddenly, after so many years on 
the same medication. Besides, she lived further 
north, where winters were far worse, yet she 

Psychiatrists Are Physicians First 
Here’s Why This is Important

Upon return, 
Lilly complained that 

her hands hurt, 
and that her fingers 

turned blue. 

“
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Choose DYANAVEL XR tablet to fit your patients’ needs.

• DYANAVEL XR (amphetamine) is contraindicated 

° in patients known to be hypersensitive to 
amphetamine, or other components of DYANAVEL XR.
Hypersensitivity reactions, such as angioedema and 
anaphylactic reactions, have been reported with 
other amphetamines

° in patients taking monoamine oxidase inhibitors 
(MAOIs), or within 14 days of stopping MAOIs, 
because of increased risk of hypertensive crisis 

• Avoid use in patients with known structural cardiac 
abnormalities, cardiomyopathy, serious heart 
arrhythmia, coronary artery disease, and other 
serious heart problems. Sudden death, stroke and 
myocardial infarction have been reported in adults 
with CNS stimulant treatment at recommended 
doses. Sudden death has been reported in pediatric 
patients with structural cardiac abnormalities 
and other serious heart problems taking CNS 

stimulants at recommended doses for ADHD. Further 
evaluate patients who develop exertional chest 
pain, unexplained syncope, or arrhythmias during 
DYANAVEL XR treatment. 

• CNS stimulants cause increase in blood pressure 
(mean increase about 2 to 4 mm Hg) and heart rate 
(mean increase about 3 to 6 bpm). Monitor all patients 
for tachycardia and hypertension.

• CNS stimulants may exacerbate symptoms of 
behavior disturbance and thought disorder in patients 
with a preexisting psychotic disorder. They may 
induce a mixed/manic episode in patients with bipolar 
disorder. Assess for presence of bipolar disorder 
prior to initiating treatment. At recommended doses, 
stimulants may cause psychotic or manic symptoms, 
e.g., hallucinations, delusional thinking, or mania, in 
patients without prior history of psychotic illness or 
mania. If such symptoms occur, consider discontinuing 
DYANAVEL XR (amphetamine). 

• CNS stimulants have been associated with weight loss 
and slowing of growth rate in pediatric patients with 
ADHD; monitor weight and height during treatment 
with DYANAVEL XR (amphetamine). Treatment may 
need to be interrupted in children not growing as 
expected.

• CNS stimulants, including DYANAVEL XR, are 
associated with peripheral vasculopathy, including 
Raynaud’s phenomenon. Signs and symptoms are 
usually intermittent and mild; very rare sequelae 
include digital ulceration and/or soft tissue 
breakdown. Careful observation for digital changes is 
necessary during treatment with ADHD stimulants.

• Serotonin syndrome risk is increased when 
co-administered with serotonergic agents (e.g., SSRIs, 
SNRIs, triptans), MAOIs, and during overdosage 
situations. If it occurs, discontinue DYANAVEL XR 
and any concomitant serotonergic agents immediately, 
and initiate supportive treatment.

• Most common adverse reactions observed with 
amphetamine products: dry mouth, anorexia, weight 
loss, abdominal pain, nausea, insomnia, restlessness, 
emotional lability, dizziness, and tachycardia. Based on 
limited experience with DYANAVEL XR in controlled 
trials, the adverse reaction profile of DYANAVEL XR 
appears similar to other amphetamine extended-
release products. The most common (≥2% in the 

DYANAVEL XR group and greater than placebo) 
adverse reactions reported in the Phase 3 controlled 
study conducted in 108 patients with ADHD (aged 6 to 
12 years) were: epistaxis (DYANAVEL XR 4%, placebo 
0%), allergic rhinitis (4%, 0%) and upper abdominal 
pain (4%, 2%). 

• DYANAVEL XR (amphetamine) use during pregnancy 
may cause fetal harm.

• Breastfeeding is not recommended during treatment 
with DYANAVEL XR. 

Please see Brief Summary of Prescribing Information, 
including Boxed Warning regarding Abuse and 
Dependence, on the following pages.

INDICATION
DYANAVEL XR is indicated for the treatment of Attention Deficit Hyperactivity Disorder (ADHD) 
in patients 6 years and older.
IMPORTANT SAFETY INFORMATION

WARNING: ABUSE AND DEPENDENCE
CNS stimulants, including DYANAVEL XR, other amphetamine-containing products, and 
methylphenidate, have a high potential for abuse and dependence. Assess the risk of abuse 
prior to prescribing and monitor for signs of abuse and dependence while on therapy.

*Terms and Conditions apply.
ER, extended-release; IR, immediate-release. 

DYANAVEL and LiquiXR are registered trademarks
of Tris Pharma, Inc. 
2031 U.S. 130, Monmouth Junction, NJ 08852
© 2022 Tris Pharma, Inc. All rights reserved. DXR.1344.PR     04/22
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DYANAVEL® XR 
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Tablet

For patients 6 years and older with Attention Deficit Hyperactivity Disorder

never previously had such symptoms in the cold. 
Then the clues started to fall into place. She also 
began experiencing fatigue once she sat outside 
on the slopes, which was equally strange, con-
sidering that stimulants are energizing and are 
sometimes used (illicitly) to combat fatigue. 

I was unwilling to write these symptoms off  
to AEs, but I was also unwilling to continue a 
stimulant that could conceivably worsen Raynaud, 
especially since the medication off ered minimal 
benefi t for Lilly’s major dyslexia symptoms. So, we 
tapered her off  the ADHD medication, but the pain 

in her fi ngers persisted—even though she was on 
SSRIs, which can relieve Raynaud. It was time to 
see the primary care physician (PCP) to fi nd other 
explanations for concomitant fatigue, Raynaud, 
and joint pain in a 20-year-old woman. I ordered 
basic labs and added an antinuclear antibody 
(ANA) test. Her PCP referred her to a rheumatolo-
gist when the ANA read a telling 1:360.

Lilly was still waiting for a specialist appoint-
ment when college graduation came around. By 
then, she had a solid job off er from the jewelry 
boutique that had hired her as an intern. Her 

family was ecstatic. To celebrate this unanticipated 
success, they scheduled a surprise family vacation, 
with plans to drive their battered old pick-up truck 
south and stay with relatives in Key West, Florida. 

Sadly, the trip was not the celebration that had 
been intended, but it did start to explain her symp-
toms. While walking outside in the intense Florida 
sun, Lilly developed a raised, red rash on her nose, 
which sounded like the butterfl y rash of lupus. Her 
joints hurt so much that she sidestepped the sub-
specialist and accepted the soonest appointment 
available, with a nurse practitioner (NP).
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Without reviewing her history—or noting that 
symptoms worsened with strong sunlight (or 
from refl ected sunlight on snowy ski slopes)—the 
NP prescribed tramadol for pain and sent her on 
her way. Her family objected and drove her back 
to SoHo to see me. I was sorry to see Lilly in such 
distress, but I was happy to hear that she deferred 
starting a potentially habituating medication 
before exploring safer approaches or identifying 
the source of her symptoms. 

Luckily, Lilly’s rural health center had ties with 
the regional medical school. They landed her an 

immediate immunology appointment at the State 
University of New York at Albany, not far from 
her family’s home. The good news was that she 
would be near her family, and she could continue 
to design for her new job remotely (but without 
accessing expensive metals that were available 
onsite only). Her father was thrilled to restart selling 
her creations from his truck, and she was relieved 
to return to a pace that was far simpler and slower 
than SoHo’s. She could rest up with relatives while 
awaiting more targeted treatment—and simultane-
ously brace for possibly bad diagnostic news. 

This story did not have the happy ending that 
we hoped for, but the ending could have been 
worse. I shudder to think of what might have 
happened, or how this syndrome could have 
progressed, had someone summarily dismissed 
her symptoms as AEs of psychotropic medica-
tion, without additional assessment. Fortunately, 
psychiatrists are physicians fi rst. 

Dr Packer is an assistant clinical professor of psychiatry 
and behavioral sciences at Icahn School of Medicine at 
Mount Sinai in New York, NY.
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DYANAVEL® XR (amphetamine) extended-release oral 
suspension, CII 
DYANAVEL® XR (amphetamine) extended-release tablets, 
for oral use, CII

BRIEF SUMMARY OF PRESCRIBING INFORMATION: See Full 
Prescribing Information for complete product information.

WARNING: ABUSE AND DEPENDENCE 
CNS stimulants, including Dyanavel XR, other amphet-
amine-containing products, and methylphenidate, 
have a high potential for abuse and dependence. Assess 
the risk of abuse prior to prescribing and monitor for 
signs of abuse and dependence while on therapy.

INDICATIONS AND USAGE 
Dyanavel XR is indicated for the treatment of Attention Deficit 
Hyperactivity Disorder (ADHD) in patients 6 years and older.
CONTRAINDICATIONS 
Dyanavel XR is contraindicated: (a) in patients known to be 
hypersensitive to amphetamine or other components of 
Dyanavel XR. Hypersensitivity reactions such as angioedema 
and anaphylactic reactions have been reported in patients 
treated with other amphetamine products; (b) in patients 
taking monoamine oxidase inhibitors (MAOIs), or within 
14 days of stopping MAOIs, because of an increased risk of 
hypertensive crisis.
WARNINGS AND PRECAUTIONS 
Potential for Abuse and Dependence: CNS stimulants, 
including Dyanavel XR, other amphetamine-containing 
products, and methylphenidate, have a high potential for abuse 
and dependence. Assess the risk of abuse prior to prescribing 
and monitor for signs of abuse and dependence while on therapy.  
Serious Cardiovascular Reactions: Sudden death, stroke and 
myocardial infarction have been reported in adults with CNS 
stimulant treatment at recommended doses. Sudden death 
has been reported in pediatric patients with structural cardiac 
abnormalities and other serious heart problems taking CNS 
stimulants at recommended doses for ADHD. Avoid use 
in patients with known structural cardiac abnormalities, 
cardiomyopathy, serious heart arrhythmia, coronary artery 
disease, and other serious heart problems. Further evaluate 
patients who develop exertional chest pain, unexplained 
syncope, or arrhythmias during Dyanavel XR treatment.
Blood Pressure and Heart Rate Increases: CNS stimulants 
cause an increase in blood pressure (mean increase about 2 
to 4 mm Hg) and heart rate (mean increase about 3 to 6 bpm). 
Monitor all patients for tachycardia and hypertension.
Psychiatric Adverse Reactions: Exacerbation of Preexisting 
Psychosis: CNS stimulants may exacerbate symptoms of 
behavior disturbance and thought disorder in patients with 
a preexisting psychotic disorder. Induction of a Manic Episode 
in Patients with Bipolar Illness: CNS stimulants may induce 
a mixed or manic episode in patients with bipolar disorder. 
Prior to initiating treatment, screen patients for risk factors 
for developing a manic episode (e.g., comorbid or history of 
depressive symptoms or a family history of suicide, bipolar 
disorder, or depression). New Psychotic or Manic Symptoms: 
CNS stimulants, at recommended doses, may cause psychotic 
or manic symptoms, e.g., hallucinations, delusional thinking, 
or mania in patients without prior history of psychotic illness 
or mania. If such symptoms occur, consider discontinuing 
Dyanavel XR. In a pooled analysis of multiple short-term, 
placebo-controlled studies of CNS stimulants, psychotic or 
manic symptoms occurred in 0.1% of CNS stimulant-treated 
patients compared to 0% in placebo-treated patients.
Long-Term Suppression of Growth: CNS stimulants have 
been associated with weight loss and slowing of growth rate 
in pediatric patients. Closely monitor growth (weight and 
height) in pediatric patients treated with CNS stimulants, 
including Dyanavel XR. Patients who are not growing or 
gaining height or weight as expected may need to have their 
treatment interrupted.
Peripheral Vasculopathy, including Raynaud’s 
Phenomenon: Stimulants, including Dyanavel XR, used to 
treat ADHD are associated with peripheral vasculopathy, 
including Raynaud’s phenomenon. Signs and symptoms are 
usually intermittent and mild; however, very rare sequelae 
include digital ulceration and/or soft tissue breakdown. 
Effects of peripheral vasculopathy, including Raynaud’s 
phenomenon, were observed in post-marketing reports at 

different times and at therapeutic doses in all age groups 
throughout the course of treatment. Signs and symptoms 
generally improve after reduction in dose or discontinuation 
of drug. Careful observation for digital changes is necessary 
during treatment with ADHD stimulants. Further clinical 
evaluation (e.g., rheumatology  referral) may be appropriate 
for certain patients.
Serotonin Syndrome: Serotonin syndrome, a potentially life-
threatening reaction, may occur when amphetamines are used 
in combination with other drugs that affect the serotonergic 
neurotransmitter systems such as monoamine oxidase 
inhibitors (MAOIs), selective serotonin reuptake inhibitors 
(SSRIs), serotonin norepinephrine reuptake inhibitors 
(SNRIs), triptans, tricyclic antidepressants, fentanyl, lithium, 
tramadol, tryptophan, buspirone, and St. John’s Wort. The 
co-administration with cytochrome P450 2D6 (CYP2D6) 
inhibitors may also increase the risk with increased exposure 
to Dyanavel XR. In these situations, consider an alternative 
non-serotonergic drug or an alternative drug that does 
not inhibit CYP2D6. Serotonin syndrome symptoms may 
include mental status changes (e.g., agitation, hallucinations, 
delirium, and coma), autonomic instability (e.g., tachycardia, 
labile  blood  pressure,  dizziness,  diaphoresis,  flushing, 
hyperthermia), neuromuscular symptoms (e.g., tremor, 
rigidity,  myoclonus,  hyperreflexia,  incoordination),  seizures, 
and/or gastrointestinal symptoms (e.g., nausea, vomiting, 
diarrhea). Concomitant use of Dyanavel XR with MAOI drugs 
is contraindicated. Discontinue treatment with Dyanavel XR 
and any concomitant serotonergic agents immediately 
if symptoms of serotonin syndrome occur, and initiate 
supportive symptomatic treatment. If concomitant use 
of Dyanavel XR with other serotonergic drugs or CYP2D6 
inhibitors is clinically warranted, initiate Dyanavel XR with 
lower doses, monitor patients for the emergence of serotonin 
syndrome during drug initiation or titration, and inform 
patients of the increased risk for serotonin syndrome.
ADVERSE REACTIONS
Clinical Trial 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 clinical practice. Clinical 
Trials Experience with Other Amphetamine Products in Pediatric 
Patients and Adults with ADHD Cardiovascular: Palpitations, 
tachycardia, elevation of blood pressure, sudden death, 
myocardial infarction. There have been isolated reports of 
cardiomyopathy associated with chronic amphetamine use. 
Central Nervous System: Psychotic episodes at recommended 
doses, overstimulation, restlessness, irritability, euphoria, 
dyskinesia, dysphoria, depression, tremor, tics, aggression, 
anger, logorrhea. Eye Disorders: Vision blurred, mydriasis. 
Gastrointestinal: Dryness of the mouth, unpleasant taste, 
diarrhea, constipation, other gastrointestinal disturbances. 
Anorexia and weight loss may occur as undesirable effects. 
Allergic: Urticaria, rash, hypersensitivity reactions including 
angioedema and anaphylaxis. Serious skin rashes, including 
Stevens-Johnson syndrome and toxic epidermal necrolysis 
have been reported. Endocrine: Impotence, changes in libido. 
Skin: Alopecia. Clinical Trials Experience with Dyanavel XR 
in Pediatric Patients with ADHD There is limited experience 
with Dyanavel XR in controlled trials. Based on this limited 
experience,  the  adverse  reaction  profile  of  Dyanavel  XR 
appears similar to other amphetamine extended-release 
products. Adverse reactions occurring  in ≥2% of subjects  in 
the Dyanavel XR group (N=52) and greater than that in the 
placebo group (N=48) during the double blind phase of the 
Phase 3 controlled study in patients with ADHD aged 6 to 12 
years were: epistaxis (Dyanavel XR 3.8%, Placebo 0%), allergic 
rhinitis (3.8%, 0%) and upper abdominal pain (3.8%, 0%).
Postmarketing Experience: The following adverse reactions 
have  been  identified  during  post-approval  use  of  other 
amphetamine products. Because these reactions are reported 
voluntarily from a population of uncertain size, it is not 
possible to reliably estimate their frequency or establish 
a causal relationship to drug exposure. Allergic: urticaria, 
rash, hypersensitivity reactions including angioedema 
and anaphylaxis. Serious skin rashes, including Stevens-
Johnson Syndrome and toxic epidermal necrolysis have 
been reported. Cardiovascular: palpitations, sudden death, 
myocardial infarction. There have been isolated reports of 
cardiomyopathy associated with chronic amphetamine use. 
Central Nervous System: restlessness, irritability, euphoria, 
dyskinesia, dysphoria, depression, tremor, aggression, anger, 

logorrhea, and paresthesia (including formication). Endocrine: 
impotence, changes in libido, frequent or prolonged erections. 
Eye Disorders: vision blurred, mydriasis. Gastrointestinal: 
unpleasant taste, constipation, intestinal ischemia, other 
gastrointestinal disturbances. Musculoskeletal, Connective 
Tissue, and Bone Disorders: rhabdomyolysis. Psychiatric 
Disorders: dermatillomania, bruxism. Skin: alopecia. Vascular 
Disorders: Raynaud’s phenomenon.
DRUG INTERACTIONS
Drugs Having Clinically Important Drug Interactions With 
Amphetamines
MAO Inhibitors (MAOI): MAOI antidepressants slow 
amphetamine metabolism, increasing amphetamines effect 
on the release of norepinephrine and other monoamines 
from adrenergic nerve endings causing headaches and other 
signs of hypertensive crisis. Toxic neurological effects and 
malignant hyperpyrexia can occur, sometimes with fatal 
results. Do not administer Dyanavel XR concomitantly or 
within 14 days following administration of MAOI. Serotonergic 
Drugs: The concomitant use of Dyanavel XR and serotonergic 
drugs increases the risk of serotonin syndrome. Initiate with 
lower doses and monitor patients for signs and symptoms of 
serotonin syndrome, particularly during Dyanavel XR initiation 
or dosage increase. If serotonin syndrome occurs, discontinue 
Dyanavel XR and the concomitant serotonergic drug(s). CYP2D6 
Inhibitors: The concomitant use of Dyanavel XR and CYP2D6 
inhibitors may increase the exposure of Dyanavel XR compared 
to the use of the drug alone and increase the risk of serotonin 
syndrome. Initiate with lower doses and monitor patients for 
signs and symptoms of serotonin syndrome particularly during 
Dyanavel XR initiation and after a dosage increase. If serotonin 
syndrome occurs, discontinue Dyanavel XR and the CYP2D6  
inhibitor. Alkalinizing Agents (Urinary and Gastrointestinal): 
Increase blood levels and potentiate the action of amphetamine. 
Co-administration of Dyanavel XR and gastrointestinal or 
urinary alkalinizing agents should be avoided. Acidifying 
Agents (Urinary and Gastrointestinal): Lower blood levels 
and efficacy of amphetamines. Increase dose based on clinical 
response. Tricyclic Antidepressants: May enhance the activity 
of tricyclic or sympathomimetic agents causing striking and 
sustained increases in the concentration of d- amphetamine in 
the brain; cardiovascular effects can be potentiated. Monitor 
frequently  and  adjust  or  use  alternative  therapy  based  on 
clinical response. 
Drug/Laboratory Test Interactions Amphetamines can 
cause  a  significant  elevation  in  plasma  corticosteroid  levels. 
This increase is greatest in the evening. Amphetamines may 
interfere with urinary steroid determinations. 
USE IN SPECIFIC POPULATIONS
Pregnancy  Pregnancy  Exposure  Registry There is a pregnancy 
exposure registry that monitors pregnancy outcomes in 
women exposed to Dyanavel XR during pregnancy. Healthcare 
providers are encouraged to register patients by calling the 
National Pregnancy Registry for Psychostimulants at 1-866-
961-2388 or visiting online at https://womensmentalhealth.
org/clinical-and-research-programs/pregnancyregistry/
othermedications/. Risk Summary There are limited published 
data on the use of amphetamines in pregnant women. These 
data are insufficient to determine a drug-associated risk of major 
congenital malformations or miscarriage. Adverse pregnancy 
outcomes, including premature delivery and low birth weight, 
have been seen in infants born to mothers dependent on 
amphetamines. Clinical Considerations Fetal/Neonatal adverse 
reactions: Amphetamines, such as Dyanavel XR, may cause 
vasoconstriction, including vasoconstriction of placental 
blood vessels, and may increase the risk for intrauterine 
growth restriction. In addition, amphetamines can stimulate 
uterine contractions increasing the risk of premature delivery. 
Premature delivery and low birth weight infants have been 
reported in amphetamine-dependent mothers. Monitor 
infants born to mothers taking amphetamines for symptoms 
of withdrawal, such as feeding difficulties, irritability, agitation, 
and excessive drowsiness. Lactation: Risk Summary Based on 
limited case reports in published literature, amphetamine (d- 
or d, l-) is present in human milk, at relative infant doses of 2% 
to 13.8% of the maternal weight-adjusted dosage and a milk/
plasma ratio ranging between 1.9 and 7.5. There are no reports 
of adverse effects on the breastfed infant and no effects on milk 
production. However, long term neurodevelopmental effects 
on infants from stimulant exposure are unknown. Because of 
the potential for serious adverse reactions in a breastfed infant, 
advise patients that breastfeeding is not recommended during 
treatment with Dyanavel XR.

Pediatric Use: Safety and effectiveness have been established 
in pediatric patients with ADHD ages 6 to 17 years. Safety and 
efficacy of these products in pediatric patients younger than 6 
years with ADHD have not been established. Long-Term Growth 
Suppression Growth should be monitored during treatment 
with stimulants, including Dyanavel XR, and pediatric patients 
who are not growing or gaining weight as expected may need to 
have their treatment interrupted.
Geriatric Use: Dyanavel XR has not been studied in the geriatric 
population.
DRUG ABUSE AND DEPENDENCE
Controlled Substance: Dyanavel XR contains amphetamine, a 
Schedule II controlled substance. Abuse: Dyanavel XR is a CNS 
stimulant that contains amphetamine which has a high potential 
for abuse. Abuse is the intentional, non-therapeutic use of a 
drug, even once, for its desirable psychological or physiological 
effects. Drug addiction is a cluster of behavioral, cognitive, and 
physiological phenomena that may include a strong desire to 
take the drug, difficulties in controlling drug use (e.g., continuing 
drug use despite harmful consequences, giving higher priority 
to drug use than other activities and obligations), and possible 
tolerance or physical dependence. Both abuse and misuse 
may lead to addiction, and some individuals may develop 
addiction even when taking Dyanavel XR as prescribed. Signs 
and symptoms of amphetamine abuse may include increased 
heart rate, respiratory rate, blood pressure, and/or sweating, 
dilated pupils, hyperactivity, restlessness, insomnia, decreased 
appetite, loss of coordination, tremors, flushed skin, vomiting, 
and/or abdominal pain. Anxiety, psychosis, hostility, aggression, 
suicidal or homicidal ideation have also been observed. 
Individuals who abuse amphetamines may use unapproved 
routes of administration which can result in overdose and 
death. To reduce the abuse of Dyanavel XR, assess the risk of 
abuse prior to prescribing. After prescribing, keep careful 
prescription records, educate patients and their families about 
abuse and on proper storage and disposal of CNS stimulants, 
monitor for signs of abuse while on therapy, and re-evaluate the 
need for Dyanavel XR use. Dependence: 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). Tolerance may occur during the chronic therapy 
of CNS stimulants including Dyanavel XR. 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, 
a  significant  dose  reduction  of  a  drug,  or  administration  of 
an antagonist and may occur in patients treated with CNS 
stimulants including Dyanavel XR. Withdrawal symptoms 
after abrupt cessation following prolonged high-dosage 
administration of CNS stimulants include dysphoric mood; 
fatigue; vivid, unpleasant dreams; insomnia or hypersomnia; 
increased appetite; and psychomotor retardation or agitation.  
OVERDOSAGE
Consult  with  a  Certified  Poison  Control  Center  (1-800-222-
1222) for up-to-date guidance and advice for treatment of 
overdosage. Individual patient response to amphetamines 
varies widely. Toxic symptoms may occur idiosyncratically at 
low doses. Manifestations of amphetamine overdose include 
restlessness, tremor, hyperreflexia, rapid respiration, confusion, 
assaultiveness, hallucinations, panic states, hyperpyrexia, 
and rhabdomyolysis. Fatigue and depression usually follow 
the central nervous system stimulation. Other reactions 
include arrhythmias, hypertension or hypotension, circulatory 
collapse, nausea, vomiting, diarrhea, and abdominal cramps. 
Fatal poisoning is usually preceded by convulsions and coma.
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DYANAVEL® XR (amphetamine) extended-release oral 
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for oral use, CII

BRIEF SUMMARY OF PRESCRIBING INFORMATION: See Full 
Prescribing Information for complete product information.

WARNING: ABUSE AND DEPENDENCE 
CNS stimulants, including Dyanavel XR, other amphet-
amine-containing products, and methylphenidate, 
have a high potential for abuse and dependence. Assess 
the risk of abuse prior to prescribing and monitor for 
signs of abuse and dependence while on therapy.

INDICATIONS AND USAGE 
Dyanavel XR is indicated for the treatment of Attention Deficit 
Hyperactivity Disorder (ADHD) in patients 6 years and older.
CONTRAINDICATIONS 
Dyanavel XR is contraindicated: (a) in patients known to be 
hypersensitive to amphetamine or other components of 
Dyanavel XR. Hypersensitivity reactions such as angioedema 
and anaphylactic reactions have been reported in patients 
treated with other amphetamine products; (b) in patients 
taking monoamine oxidase inhibitors (MAOIs), or within 
14 days of stopping MAOIs, because of an increased risk of 
hypertensive crisis.
WARNINGS AND PRECAUTIONS 
Potential for Abuse and Dependence: CNS stimulants, 
including Dyanavel XR, other amphetamine-containing 
products, and methylphenidate, have a high potential for abuse 
and dependence. Assess the risk of abuse prior to prescribing 
and monitor for signs of abuse and dependence while on therapy.  
Serious Cardiovascular Reactions: Sudden death, stroke and 
myocardial infarction have been reported in adults with CNS 
stimulant treatment at recommended doses. Sudden death 
has been reported in pediatric patients with structural cardiac 
abnormalities and other serious heart problems taking CNS 
stimulants at recommended doses for ADHD. Avoid use 
in patients with known structural cardiac abnormalities, 
cardiomyopathy, serious heart arrhythmia, coronary artery 
disease, and other serious heart problems. Further evaluate 
patients who develop exertional chest pain, unexplained 
syncope, or arrhythmias during Dyanavel XR treatment.
Blood Pressure and Heart Rate Increases: CNS stimulants 
cause an increase in blood pressure (mean increase about 2 
to 4 mm Hg) and heart rate (mean increase about 3 to 6 bpm). 
Monitor all patients for tachycardia and hypertension.
Psychiatric Adverse Reactions: Exacerbation of Preexisting 
Psychosis: CNS stimulants may exacerbate symptoms of 
behavior disturbance and thought disorder in patients with 
a preexisting psychotic disorder. Induction of a Manic Episode 
in Patients with Bipolar Illness: CNS stimulants may induce 
a mixed or manic episode in patients with bipolar disorder. 
Prior to initiating treatment, screen patients for risk factors 
for developing a manic episode (e.g., comorbid or history of 
depressive symptoms or a family history of suicide, bipolar 
disorder, or depression). New Psychotic or Manic Symptoms: 
CNS stimulants, at recommended doses, may cause psychotic 
or manic symptoms, e.g., hallucinations, delusional thinking, 
or mania in patients without prior history of psychotic illness 
or mania. If such symptoms occur, consider discontinuing 
Dyanavel XR. In a pooled analysis of multiple short-term, 
placebo-controlled studies of CNS stimulants, psychotic or 
manic symptoms occurred in 0.1% of CNS stimulant-treated 
patients compared to 0% in placebo-treated patients.
Long-Term Suppression of Growth: CNS stimulants have 
been associated with weight loss and slowing of growth rate 
in pediatric patients. Closely monitor growth (weight and 
height) in pediatric patients treated with CNS stimulants, 
including Dyanavel XR. Patients who are not growing or 
gaining height or weight as expected may need to have their 
treatment interrupted.
Peripheral Vasculopathy, including Raynaud’s 
Phenomenon: Stimulants, including Dyanavel XR, used to 
treat ADHD are associated with peripheral vasculopathy, 
including Raynaud’s phenomenon. Signs and symptoms are 
usually intermittent and mild; however, very rare sequelae 
include digital ulceration and/or soft tissue breakdown. 
Effects of peripheral vasculopathy, including Raynaud’s 
phenomenon, were observed in post-marketing reports at 

different times and at therapeutic doses in all age groups 
throughout the course of treatment. Signs and symptoms 
generally improve after reduction in dose or discontinuation 
of drug. Careful observation for digital changes is necessary 
during treatment with ADHD stimulants. Further clinical 
evaluation (e.g., rheumatology  referral) may be appropriate 
for certain patients.
Serotonin Syndrome: Serotonin syndrome, a potentially life-
threatening reaction, may occur when amphetamines are used 
in combination with other drugs that affect the serotonergic 
neurotransmitter systems such as monoamine oxidase 
inhibitors (MAOIs), selective serotonin reuptake inhibitors 
(SSRIs), serotonin norepinephrine reuptake inhibitors 
(SNRIs), triptans, tricyclic antidepressants, fentanyl, lithium, 
tramadol, tryptophan, buspirone, and St. John’s Wort. The 
co-administration with cytochrome P450 2D6 (CYP2D6) 
inhibitors may also increase the risk with increased exposure 
to Dyanavel XR. In these situations, consider an alternative 
non-serotonergic drug or an alternative drug that does 
not inhibit CYP2D6. Serotonin syndrome symptoms may 
include mental status changes (e.g., agitation, hallucinations, 
delirium, and coma), autonomic instability (e.g., tachycardia, 
labile  blood  pressure,  dizziness,  diaphoresis,  flushing, 
hyperthermia), neuromuscular symptoms (e.g., tremor, 
rigidity,  myoclonus,  hyperreflexia,  incoordination),  seizures, 
and/or gastrointestinal symptoms (e.g., nausea, vomiting, 
diarrhea). Concomitant use of Dyanavel XR with MAOI drugs 
is contraindicated. Discontinue treatment with Dyanavel XR 
and any concomitant serotonergic agents immediately 
if symptoms of serotonin syndrome occur, and initiate 
supportive symptomatic treatment. If concomitant use 
of Dyanavel XR with other serotonergic drugs or CYP2D6 
inhibitors is clinically warranted, initiate Dyanavel XR with 
lower doses, monitor patients for the emergence of serotonin 
syndrome during drug initiation or titration, and inform 
patients of the increased risk for serotonin syndrome.
ADVERSE REACTIONS
Clinical Trial 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 clinical practice. Clinical 
Trials Experience with Other Amphetamine Products in Pediatric 
Patients and Adults with ADHD Cardiovascular: Palpitations, 
tachycardia, elevation of blood pressure, sudden death, 
myocardial infarction. There have been isolated reports of 
cardiomyopathy associated with chronic amphetamine use. 
Central Nervous System: Psychotic episodes at recommended 
doses, overstimulation, restlessness, irritability, euphoria, 
dyskinesia, dysphoria, depression, tremor, tics, aggression, 
anger, logorrhea. Eye Disorders: Vision blurred, mydriasis. 
Gastrointestinal: Dryness of the mouth, unpleasant taste, 
diarrhea, constipation, other gastrointestinal disturbances. 
Anorexia and weight loss may occur as undesirable effects. 
Allergic: Urticaria, rash, hypersensitivity reactions including 
angioedema and anaphylaxis. Serious skin rashes, including 
Stevens-Johnson syndrome and toxic epidermal necrolysis 
have been reported. Endocrine: Impotence, changes in libido. 
Skin: Alopecia. Clinical Trials Experience with Dyanavel XR 
in Pediatric Patients with ADHD There is limited experience 
with Dyanavel XR in controlled trials. Based on this limited 
experience,  the  adverse  reaction  profile  of  Dyanavel  XR 
appears similar to other amphetamine extended-release 
products. Adverse reactions occurring  in ≥2% of subjects  in 
the Dyanavel XR group (N=52) and greater than that in the 
placebo group (N=48) during the double blind phase of the 
Phase 3 controlled study in patients with ADHD aged 6 to 12 
years were: epistaxis (Dyanavel XR 3.8%, Placebo 0%), allergic 
rhinitis (3.8%, 0%) and upper abdominal pain (3.8%, 0%).
Postmarketing Experience: The following adverse reactions 
have  been  identified  during  post-approval  use  of  other 
amphetamine products. Because these reactions are reported 
voluntarily from a population of uncertain size, it is not 
possible to reliably estimate their frequency or establish 
a causal relationship to drug exposure. Allergic: urticaria, 
rash, hypersensitivity reactions including angioedema 
and anaphylaxis. Serious skin rashes, including Stevens-
Johnson Syndrome and toxic epidermal necrolysis have 
been reported. Cardiovascular: palpitations, sudden death, 
myocardial infarction. There have been isolated reports of 
cardiomyopathy associated with chronic amphetamine use. 
Central Nervous System: restlessness, irritability, euphoria, 
dyskinesia, dysphoria, depression, tremor, aggression, anger, 

logorrhea, and paresthesia (including formication). Endocrine: 
impotence, changes in libido, frequent or prolonged erections. 
Eye Disorders: vision blurred, mydriasis. Gastrointestinal: 
unpleasant taste, constipation, intestinal ischemia, other 
gastrointestinal disturbances. Musculoskeletal, Connective 
Tissue, and Bone Disorders: rhabdomyolysis. Psychiatric 
Disorders: dermatillomania, bruxism. Skin: alopecia. Vascular 
Disorders: Raynaud’s phenomenon.
DRUG INTERACTIONS
Drugs Having Clinically Important Drug Interactions With 
Amphetamines
MAO Inhibitors (MAOI): MAOI antidepressants slow 
amphetamine metabolism, increasing amphetamines effect 
on the release of norepinephrine and other monoamines 
from adrenergic nerve endings causing headaches and other 
signs of hypertensive crisis. Toxic neurological effects and 
malignant hyperpyrexia can occur, sometimes with fatal 
results. Do not administer Dyanavel XR concomitantly or 
within 14 days following administration of MAOI. Serotonergic 
Drugs: The concomitant use of Dyanavel XR and serotonergic 
drugs increases the risk of serotonin syndrome. Initiate with 
lower doses and monitor patients for signs and symptoms of 
serotonin syndrome, particularly during Dyanavel XR initiation 
or dosage increase. If serotonin syndrome occurs, discontinue 
Dyanavel XR and the concomitant serotonergic drug(s). CYP2D6 
Inhibitors: The concomitant use of Dyanavel XR and CYP2D6 
inhibitors may increase the exposure of Dyanavel XR compared 
to the use of the drug alone and increase the risk of serotonin 
syndrome. Initiate with lower doses and monitor patients for 
signs and symptoms of serotonin syndrome particularly during 
Dyanavel XR initiation and after a dosage increase. If serotonin 
syndrome occurs, discontinue Dyanavel XR and the CYP2D6  
inhibitor. Alkalinizing Agents (Urinary and Gastrointestinal): 
Increase blood levels and potentiate the action of amphetamine. 
Co-administration of Dyanavel XR and gastrointestinal or 
urinary alkalinizing agents should be avoided. Acidifying 
Agents (Urinary and Gastrointestinal): Lower blood levels 
and efficacy of amphetamines. Increase dose based on clinical 
response. Tricyclic Antidepressants: May enhance the activity 
of tricyclic or sympathomimetic agents causing striking and 
sustained increases in the concentration of d- amphetamine in 
the brain; cardiovascular effects can be potentiated. Monitor 
frequently  and  adjust  or  use  alternative  therapy  based  on 
clinical response. 
Drug/Laboratory Test Interactions Amphetamines can 
cause  a  significant  elevation  in  plasma  corticosteroid  levels. 
This increase is greatest in the evening. Amphetamines may 
interfere with urinary steroid determinations. 
USE IN SPECIFIC POPULATIONS
Pregnancy  Pregnancy  Exposure  Registry There is a pregnancy 
exposure registry that monitors pregnancy outcomes in 
women exposed to Dyanavel XR during pregnancy. Healthcare 
providers are encouraged to register patients by calling the 
National Pregnancy Registry for Psychostimulants at 1-866-
961-2388 or visiting online at https://womensmentalhealth.
org/clinical-and-research-programs/pregnancyregistry/
othermedications/. Risk Summary There are limited published 
data on the use of amphetamines in pregnant women. These 
data are insufficient to determine a drug-associated risk of major 
congenital malformations or miscarriage. Adverse pregnancy 
outcomes, including premature delivery and low birth weight, 
have been seen in infants born to mothers dependent on 
amphetamines. Clinical Considerations Fetal/Neonatal adverse 
reactions: Amphetamines, such as Dyanavel XR, may cause 
vasoconstriction, including vasoconstriction of placental 
blood vessels, and may increase the risk for intrauterine 
growth restriction. In addition, amphetamines can stimulate 
uterine contractions increasing the risk of premature delivery. 
Premature delivery and low birth weight infants have been 
reported in amphetamine-dependent mothers. Monitor 
infants born to mothers taking amphetamines for symptoms 
of withdrawal, such as feeding difficulties, irritability, agitation, 
and excessive drowsiness. Lactation: Risk Summary Based on 
limited case reports in published literature, amphetamine (d- 
or d, l-) is present in human milk, at relative infant doses of 2% 
to 13.8% of the maternal weight-adjusted dosage and a milk/
plasma ratio ranging between 1.9 and 7.5. There are no reports 
of adverse effects on the breastfed infant and no effects on milk 
production. However, long term neurodevelopmental effects 
on infants from stimulant exposure are unknown. Because of 
the potential for serious adverse reactions in a breastfed infant, 
advise patients that breastfeeding is not recommended during 
treatment with Dyanavel XR.

Pediatric Use: Safety and effectiveness have been established 
in pediatric patients with ADHD ages 6 to 17 years. Safety and 
efficacy of these products in pediatric patients younger than 6 
years with ADHD have not been established. Long-Term Growth 
Suppression Growth should be monitored during treatment 
with stimulants, including Dyanavel XR, and pediatric patients 
who are not growing or gaining weight as expected may need to 
have their treatment interrupted.
Geriatric Use: Dyanavel XR has not been studied in the geriatric 
population.
DRUG ABUSE AND DEPENDENCE
Controlled Substance: Dyanavel XR contains amphetamine, a 
Schedule II controlled substance. Abuse: Dyanavel XR is a CNS 
stimulant that contains amphetamine which has a high potential 
for abuse. Abuse is the intentional, non-therapeutic use of a 
drug, even once, for its desirable psychological or physiological 
effects. Drug addiction is a cluster of behavioral, cognitive, and 
physiological phenomena that may include a strong desire to 
take the drug, difficulties in controlling drug use (e.g., continuing 
drug use despite harmful consequences, giving higher priority 
to drug use than other activities and obligations), and possible 
tolerance or physical dependence. Both abuse and misuse 
may lead to addiction, and some individuals may develop 
addiction even when taking Dyanavel XR as prescribed. Signs 
and symptoms of amphetamine abuse may include increased 
heart rate, respiratory rate, blood pressure, and/or sweating, 
dilated pupils, hyperactivity, restlessness, insomnia, decreased 
appetite, loss of coordination, tremors, flushed skin, vomiting, 
and/or abdominal pain. Anxiety, psychosis, hostility, aggression, 
suicidal or homicidal ideation have also been observed. 
Individuals who abuse amphetamines may use unapproved 
routes of administration which can result in overdose and 
death. To reduce the abuse of Dyanavel XR, assess the risk of 
abuse prior to prescribing. After prescribing, keep careful 
prescription records, educate patients and their families about 
abuse and on proper storage and disposal of CNS stimulants, 
monitor for signs of abuse while on therapy, and re-evaluate the 
need for Dyanavel XR use. Dependence: 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). Tolerance may occur during the chronic therapy 
of CNS stimulants including Dyanavel XR. 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, 
a  significant  dose  reduction  of  a  drug,  or  administration  of 
an antagonist and may occur in patients treated with CNS 
stimulants including Dyanavel XR. Withdrawal symptoms 
after abrupt cessation following prolonged high-dosage 
administration of CNS stimulants include dysphoric mood; 
fatigue; vivid, unpleasant dreams; insomnia or hypersomnia; 
increased appetite; and psychomotor retardation or agitation.  
OVERDOSAGE
Consult  with  a  Certified  Poison  Control  Center  (1-800-222-
1222) for up-to-date guidance and advice for treatment of 
overdosage. Individual patient response to amphetamines 
varies widely. Toxic symptoms may occur idiosyncratically at 
low doses. Manifestations of amphetamine overdose include 
restlessness, tremor, hyperreflexia, rapid respiration, confusion, 
assaultiveness, hallucinations, panic states, hyperpyrexia, 
and rhabdomyolysis. Fatigue and depression usually follow 
the central nervous system stimulation. Other reactions 
include arrhythmias, hypertension or hypotension, circulatory 
collapse, nausea, vomiting, diarrhea, and abdominal cramps. 
Fatal poisoning is usually preceded by convulsions and coma.
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Survey Finds 1 in 7 Physicians Uses Alcohol  
or Drugs on the Job to Cope With Stress

Richard Payerchin

One out of seven physicians admitted consuming 

alcohol or controlled substances while working to cope 

with occupational stresses, according to a new survey.

The finding was derived from the study “State of 

Mental Health: American Healthcare Workers Report,” 

which was commissioned by Edwards, Colorado-based 

All Points North (APN), a recovery and rehabilitation 

center that specializes in treating health care workers. 

The survey of 1000 health care workers found that 21% 

of physicians—more than 1 in 5—consumed alcohol 

or controlled substances multiple times a day and 17% 

reported using at least once a day.

The results indicate “high levels of substance abuse, 

an acute mental health crisis, and stigma within the 

healthcare industry,” APN founder and CEO Noah 

Nordheimer said in the report.

Substance Use
The survey, which was conducted in July 2022, found 

1 in 5 (20%) respondents had checked into a rehab or 

detox facility in the prior 3 months, but 14% said they did 

not want to admit they had a problem. Reasons for not 

seeking help included being overworked and not having 

the time (32%), concern that colleagues or family would 

judge them (23%), fear of getting their license revoked 

(23%); and not knowing where to begin and thinking the 
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BRIEF SUMMARY OF PRESCRIBING INFORMATION: See Full 
Prescribing Information for complete product information.

WARNING: ABUSE AND DEPENDENCE 
CNS stimulants, including Dyanavel XR, other amphet-
amine-containing products, and methylphenidate, 
have a high potential for abuse and dependence. Assess 
the risk of abuse prior to prescribing and monitor for 
signs of abuse and dependence while on therapy.

INDICATIONS AND USAGE 
Dyanavel XR is indicated for the treatment of Attention Deficit 
Hyperactivity Disorder (ADHD) in patients 6 years and older.
CONTRAINDICATIONS 
Dyanavel XR is contraindicated: (a) in patients known to be 
hypersensitive to amphetamine or other components of 
Dyanavel XR. Hypersensitivity reactions such as angioedema 
and anaphylactic reactions have been reported in patients 
treated with other amphetamine products; (b) in patients 
taking monoamine oxidase inhibitors (MAOIs), or within 
14 days of stopping MAOIs, because of an increased risk of 
hypertensive crisis.
WARNINGS AND PRECAUTIONS 
Potential for Abuse and Dependence: CNS stimulants, 
including Dyanavel XR, other amphetamine-containing 
products, and methylphenidate, have a high potential for abuse 
and dependence. Assess the risk of abuse prior to prescribing 
and monitor for signs of abuse and dependence while on therapy.  
Serious Cardiovascular Reactions: Sudden death, stroke and 
myocardial infarction have been reported in adults with CNS 
stimulant treatment at recommended doses. Sudden death 
has been reported in pediatric patients with structural cardiac 
abnormalities and other serious heart problems taking CNS 
stimulants at recommended doses for ADHD. Avoid use 
in patients with known structural cardiac abnormalities, 
cardiomyopathy, serious heart arrhythmia, coronary artery 
disease, and other serious heart problems. Further evaluate 
patients who develop exertional chest pain, unexplained 
syncope, or arrhythmias during Dyanavel XR treatment.
Blood Pressure and Heart Rate Increases: CNS stimulants 
cause an increase in blood pressure (mean increase about 2 
to 4 mm Hg) and heart rate (mean increase about 3 to 6 bpm). 
Monitor all patients for tachycardia and hypertension.
Psychiatric Adverse Reactions: Exacerbation of Preexisting 
Psychosis: CNS stimulants may exacerbate symptoms of 
behavior disturbance and thought disorder in patients with 
a preexisting psychotic disorder. Induction of a Manic Episode 
in Patients with Bipolar Illness: CNS stimulants may induce 
a mixed or manic episode in patients with bipolar disorder. 
Prior to initiating treatment, screen patients for risk factors 
for developing a manic episode (e.g., comorbid or history of 
depressive symptoms or a family history of suicide, bipolar 
disorder, or depression). New Psychotic or Manic Symptoms: 
CNS stimulants, at recommended doses, may cause psychotic 
or manic symptoms, e.g., hallucinations, delusional thinking, 
or mania in patients without prior history of psychotic illness 
or mania. If such symptoms occur, consider discontinuing 
Dyanavel XR. In a pooled analysis of multiple short-term, 
placebo-controlled studies of CNS stimulants, psychotic or 
manic symptoms occurred in 0.1% of CNS stimulant-treated 
patients compared to 0% in placebo-treated patients.
Long-Term Suppression of Growth: CNS stimulants have 
been associated with weight loss and slowing of growth rate 
in pediatric patients. Closely monitor growth (weight and 
height) in pediatric patients treated with CNS stimulants, 
including Dyanavel XR. Patients who are not growing or 
gaining height or weight as expected may need to have their 
treatment interrupted.
Peripheral Vasculopathy, including Raynaud’s 
Phenomenon: Stimulants, including Dyanavel XR, used to 
treat ADHD are associated with peripheral vasculopathy, 
including Raynaud’s phenomenon. Signs and symptoms are 
usually intermittent and mild; however, very rare sequelae 
include digital ulceration and/or soft tissue breakdown. 
Effects of peripheral vasculopathy, including Raynaud’s 
phenomenon, were observed in post-marketing reports at 

different times and at therapeutic doses in all age groups 
throughout the course of treatment. Signs and symptoms 
generally improve after reduction in dose or discontinuation 
of drug. Careful observation for digital changes is necessary 
during treatment with ADHD stimulants. Further clinical 
evaluation (e.g., rheumatology  referral) may be appropriate 
for certain patients.
Serotonin Syndrome: Serotonin syndrome, a potentially life-
threatening reaction, may occur when amphetamines are used 
in combination with other drugs that affect the serotonergic 
neurotransmitter systems such as monoamine oxidase 
inhibitors (MAOIs), selective serotonin reuptake inhibitors 
(SSRIs), serotonin norepinephrine reuptake inhibitors 
(SNRIs), triptans, tricyclic antidepressants, fentanyl, lithium, 
tramadol, tryptophan, buspirone, and St. John’s Wort. The 
co-administration with cytochrome P450 2D6 (CYP2D6) 
inhibitors may also increase the risk with increased exposure 
to Dyanavel XR. In these situations, consider an alternative 
non-serotonergic drug or an alternative drug that does 
not inhibit CYP2D6. Serotonin syndrome symptoms may 
include mental status changes (e.g., agitation, hallucinations, 
delirium, and coma), autonomic instability (e.g., tachycardia, 
labile  blood  pressure,  dizziness,  diaphoresis,  flushing, 
hyperthermia), neuromuscular symptoms (e.g., tremor, 
rigidity,  myoclonus,  hyperreflexia,  incoordination),  seizures, 
and/or gastrointestinal symptoms (e.g., nausea, vomiting, 
diarrhea). Concomitant use of Dyanavel XR with MAOI drugs 
is contraindicated. Discontinue treatment with Dyanavel XR 
and any concomitant serotonergic agents immediately 
if symptoms of serotonin syndrome occur, and initiate 
supportive symptomatic treatment. If concomitant use 
of Dyanavel XR with other serotonergic drugs or CYP2D6 
inhibitors is clinically warranted, initiate Dyanavel XR with 
lower doses, monitor patients for the emergence of serotonin 
syndrome during drug initiation or titration, and inform 
patients of the increased risk for serotonin syndrome.
ADVERSE REACTIONS
Clinical Trial 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 clinical practice. Clinical 
Trials Experience with Other Amphetamine Products in Pediatric 
Patients and Adults with ADHD Cardiovascular: Palpitations, 
tachycardia, elevation of blood pressure, sudden death, 
myocardial infarction. There have been isolated reports of 
cardiomyopathy associated with chronic amphetamine use. 
Central Nervous System: Psychotic episodes at recommended 
doses, overstimulation, restlessness, irritability, euphoria, 
dyskinesia, dysphoria, depression, tremor, tics, aggression, 
anger, logorrhea. Eye Disorders: Vision blurred, mydriasis. 
Gastrointestinal: Dryness of the mouth, unpleasant taste, 
diarrhea, constipation, other gastrointestinal disturbances. 
Anorexia and weight loss may occur as undesirable effects. 
Allergic: Urticaria, rash, hypersensitivity reactions including 
angioedema and anaphylaxis. Serious skin rashes, including 
Stevens-Johnson syndrome and toxic epidermal necrolysis 
have been reported. Endocrine: Impotence, changes in libido. 
Skin: Alopecia. Clinical Trials Experience with Dyanavel XR 
in Pediatric Patients with ADHD There is limited experience 
with Dyanavel XR in controlled trials. Based on this limited 
experience,  the  adverse  reaction  profile  of  Dyanavel  XR 
appears similar to other amphetamine extended-release 
products. Adverse reactions occurring  in ≥2% of subjects  in 
the Dyanavel XR group (N=52) and greater than that in the 
placebo group (N=48) during the double blind phase of the 
Phase 3 controlled study in patients with ADHD aged 6 to 12 
years were: epistaxis (Dyanavel XR 3.8%, Placebo 0%), allergic 
rhinitis (3.8%, 0%) and upper abdominal pain (3.8%, 0%).
Postmarketing Experience: The following adverse reactions 
have  been  identified  during  post-approval  use  of  other 
amphetamine products. Because these reactions are reported 
voluntarily from a population of uncertain size, it is not 
possible to reliably estimate their frequency or establish 
a causal relationship to drug exposure. Allergic: urticaria, 
rash, hypersensitivity reactions including angioedema 
and anaphylaxis. Serious skin rashes, including Stevens-
Johnson Syndrome and toxic epidermal necrolysis have 
been reported. Cardiovascular: palpitations, sudden death, 
myocardial infarction. There have been isolated reports of 
cardiomyopathy associated with chronic amphetamine use. 
Central Nervous System: restlessness, irritability, euphoria, 
dyskinesia, dysphoria, depression, tremor, aggression, anger, 

logorrhea, and paresthesia (including formication). Endocrine: 
impotence, changes in libido, frequent or prolonged erections. 
Eye Disorders: vision blurred, mydriasis. Gastrointestinal: 
unpleasant taste, constipation, intestinal ischemia, other 
gastrointestinal disturbances. Musculoskeletal, Connective 
Tissue, and Bone Disorders: rhabdomyolysis. Psychiatric 
Disorders: dermatillomania, bruxism. Skin: alopecia. Vascular 
Disorders: Raynaud’s phenomenon.
DRUG INTERACTIONS
Drugs Having Clinically Important Drug Interactions With 
Amphetamines
MAO Inhibitors (MAOI): MAOI antidepressants slow 
amphetamine metabolism, increasing amphetamines effect 
on the release of norepinephrine and other monoamines 
from adrenergic nerve endings causing headaches and other 
signs of hypertensive crisis. Toxic neurological effects and 
malignant hyperpyrexia can occur, sometimes with fatal 
results. Do not administer Dyanavel XR concomitantly or 
within 14 days following administration of MAOI. Serotonergic 
Drugs: The concomitant use of Dyanavel XR and serotonergic 
drugs increases the risk of serotonin syndrome. Initiate with 
lower doses and monitor patients for signs and symptoms of 
serotonin syndrome, particularly during Dyanavel XR initiation 
or dosage increase. If serotonin syndrome occurs, discontinue 
Dyanavel XR and the concomitant serotonergic drug(s). CYP2D6 
Inhibitors: The concomitant use of Dyanavel XR and CYP2D6 
inhibitors may increase the exposure of Dyanavel XR compared 
to the use of the drug alone and increase the risk of serotonin 
syndrome. Initiate with lower doses and monitor patients for 
signs and symptoms of serotonin syndrome particularly during 
Dyanavel XR initiation and after a dosage increase. If serotonin 
syndrome occurs, discontinue Dyanavel XR and the CYP2D6  
inhibitor. Alkalinizing Agents (Urinary and Gastrointestinal): 
Increase blood levels and potentiate the action of amphetamine. 
Co-administration of Dyanavel XR and gastrointestinal or 
urinary alkalinizing agents should be avoided. Acidifying 
Agents (Urinary and Gastrointestinal): Lower blood levels 
and efficacy of amphetamines. Increase dose based on clinical 
response. Tricyclic Antidepressants: May enhance the activity 
of tricyclic or sympathomimetic agents causing striking and 
sustained increases in the concentration of d- amphetamine in 
the brain; cardiovascular effects can be potentiated. Monitor 
frequently  and  adjust  or  use  alternative  therapy  based  on 
clinical response. 
Drug/Laboratory Test Interactions Amphetamines can 
cause  a  significant  elevation  in  plasma  corticosteroid  levels. 
This increase is greatest in the evening. Amphetamines may 
interfere with urinary steroid determinations. 
USE IN SPECIFIC POPULATIONS
Pregnancy  Pregnancy  Exposure  Registry There is a pregnancy 
exposure registry that monitors pregnancy outcomes in 
women exposed to Dyanavel XR during pregnancy. Healthcare 
providers are encouraged to register patients by calling the 
National Pregnancy Registry for Psychostimulants at 1-866-
961-2388 or visiting online at https://womensmentalhealth.
org/clinical-and-research-programs/pregnancyregistry/
othermedications/. Risk Summary There are limited published 
data on the use of amphetamines in pregnant women. These 
data are insufficient to determine a drug-associated risk of major 
congenital malformations or miscarriage. Adverse pregnancy 
outcomes, including premature delivery and low birth weight, 
have been seen in infants born to mothers dependent on 
amphetamines. Clinical Considerations Fetal/Neonatal adverse 
reactions: Amphetamines, such as Dyanavel XR, may cause 
vasoconstriction, including vasoconstriction of placental 
blood vessels, and may increase the risk for intrauterine 
growth restriction. In addition, amphetamines can stimulate 
uterine contractions increasing the risk of premature delivery. 
Premature delivery and low birth weight infants have been 
reported in amphetamine-dependent mothers. Monitor 
infants born to mothers taking amphetamines for symptoms 
of withdrawal, such as feeding difficulties, irritability, agitation, 
and excessive drowsiness. Lactation: Risk Summary Based on 
limited case reports in published literature, amphetamine (d- 
or d, l-) is present in human milk, at relative infant doses of 2% 
to 13.8% of the maternal weight-adjusted dosage and a milk/
plasma ratio ranging between 1.9 and 7.5. There are no reports 
of adverse effects on the breastfed infant and no effects on milk 
production. However, long term neurodevelopmental effects 
on infants from stimulant exposure are unknown. Because of 
the potential for serious adverse reactions in a breastfed infant, 
advise patients that breastfeeding is not recommended during 
treatment with Dyanavel XR.

Pediatric Use: Safety and effectiveness have been established 
in pediatric patients with ADHD ages 6 to 17 years. Safety and 
efficacy of these products in pediatric patients younger than 6 
years with ADHD have not been established. Long-Term Growth 
Suppression Growth should be monitored during treatment 
with stimulants, including Dyanavel XR, and pediatric patients 
who are not growing or gaining weight as expected may need to 
have their treatment interrupted.
Geriatric Use: Dyanavel XR has not been studied in the geriatric 
population.
DRUG ABUSE AND DEPENDENCE
Controlled Substance: Dyanavel XR contains amphetamine, a 
Schedule II controlled substance. Abuse: Dyanavel XR is a CNS 
stimulant that contains amphetamine which has a high potential 
for abuse. Abuse is the intentional, non-therapeutic use of a 
drug, even once, for its desirable psychological or physiological 
effects. Drug addiction is a cluster of behavioral, cognitive, and 
physiological phenomena that may include a strong desire to 
take the drug, difficulties in controlling drug use (e.g., continuing 
drug use despite harmful consequences, giving higher priority 
to drug use than other activities and obligations), and possible 
tolerance or physical dependence. Both abuse and misuse 
may lead to addiction, and some individuals may develop 
addiction even when taking Dyanavel XR as prescribed. Signs 
and symptoms of amphetamine abuse may include increased 
heart rate, respiratory rate, blood pressure, and/or sweating, 
dilated pupils, hyperactivity, restlessness, insomnia, decreased 
appetite, loss of coordination, tremors, flushed skin, vomiting, 
and/or abdominal pain. Anxiety, psychosis, hostility, aggression, 
suicidal or homicidal ideation have also been observed. 
Individuals who abuse amphetamines may use unapproved 
routes of administration which can result in overdose and 
death. To reduce the abuse of Dyanavel XR, assess the risk of 
abuse prior to prescribing. After prescribing, keep careful 
prescription records, educate patients and their families about 
abuse and on proper storage and disposal of CNS stimulants, 
monitor for signs of abuse while on therapy, and re-evaluate the 
need for Dyanavel XR use. Dependence: 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). Tolerance may occur during the chronic therapy 
of CNS stimulants including Dyanavel XR. 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, 
a  significant  dose  reduction  of  a  drug,  or  administration  of 
an antagonist and may occur in patients treated with CNS 
stimulants including Dyanavel XR. Withdrawal symptoms 
after abrupt cessation following prolonged high-dosage 
administration of CNS stimulants include dysphoric mood; 
fatigue; vivid, unpleasant dreams; insomnia or hypersomnia; 
increased appetite; and psychomotor retardation or agitation.  
OVERDOSAGE
Consult  with  a  Certified  Poison  Control  Center  (1-800-222-
1222) for up-to-date guidance and advice for treatment of 
overdosage. Individual patient response to amphetamines 
varies widely. Toxic symptoms may occur idiosyncratically at 
low doses. Manifestations of amphetamine overdose include 
restlessness, tremor, hyperreflexia, rapid respiration, confusion, 
assaultiveness, hallucinations, panic states, hyperpyrexia, 
and rhabdomyolysis. Fatigue and depression usually follow 
the central nervous system stimulation. Other reactions 
include arrhythmias, hypertension or hypotension, circulatory 
collapse, nausea, vomiting, diarrhea, and abdominal cramps. 
Fatal poisoning is usually preceded by convulsions and coma.
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DYANAVEL® XR (amphetamine) extended-release oral 
suspension, CII 
DYANAVEL® XR (amphetamine) extended-release tablets, 
for oral use, CII

BRIEF SUMMARY OF PRESCRIBING INFORMATION: See Full 
Prescribing Information for complete product information.

WARNING: ABUSE AND DEPENDENCE 
CNS stimulants, including Dyanavel XR, other amphet-
amine-containing products, and methylphenidate, 
have a high potential for abuse and dependence. Assess 
the risk of abuse prior to prescribing and monitor for 
signs of abuse and dependence while on therapy.

INDICATIONS AND USAGE 
Dyanavel XR is indicated for the treatment of Attention Deficit 
Hyperactivity Disorder (ADHD) in patients 6 years and older.
CONTRAINDICATIONS 
Dyanavel XR is contraindicated: (a) in patients known to be 
hypersensitive to amphetamine or other components of 
Dyanavel XR. Hypersensitivity reactions such as angioedema 
and anaphylactic reactions have been reported in patients 
treated with other amphetamine products; (b) in patients 
taking monoamine oxidase inhibitors (MAOIs), or within 
14 days of stopping MAOIs, because of an increased risk of 
hypertensive crisis.
WARNINGS AND PRECAUTIONS 
Potential for Abuse and Dependence: CNS stimulants, 
including Dyanavel XR, other amphetamine-containing 
products, and methylphenidate, have a high potential for abuse 
and dependence. Assess the risk of abuse prior to prescribing 
and monitor for signs of abuse and dependence while on therapy.  
Serious Cardiovascular Reactions: Sudden death, stroke and 
myocardial infarction have been reported in adults with CNS 
stimulant treatment at recommended doses. Sudden death 
has been reported in pediatric patients with structural cardiac 
abnormalities and other serious heart problems taking CNS 
stimulants at recommended doses for ADHD. Avoid use 
in patients with known structural cardiac abnormalities, 
cardiomyopathy, serious heart arrhythmia, coronary artery 
disease, and other serious heart problems. Further evaluate 
patients who develop exertional chest pain, unexplained 
syncope, or arrhythmias during Dyanavel XR treatment.
Blood Pressure and Heart Rate Increases: CNS stimulants 
cause an increase in blood pressure (mean increase about 2 
to 4 mm Hg) and heart rate (mean increase about 3 to 6 bpm). 
Monitor all patients for tachycardia and hypertension.
Psychiatric Adverse Reactions: Exacerbation of Preexisting 
Psychosis: CNS stimulants may exacerbate symptoms of 
behavior disturbance and thought disorder in patients with 
a preexisting psychotic disorder. Induction of a Manic Episode 
in Patients with Bipolar Illness: CNS stimulants may induce 
a mixed or manic episode in patients with bipolar disorder. 
Prior to initiating treatment, screen patients for risk factors 
for developing a manic episode (e.g., comorbid or history of 
depressive symptoms or a family history of suicide, bipolar 
disorder, or depression). New Psychotic or Manic Symptoms: 
CNS stimulants, at recommended doses, may cause psychotic 
or manic symptoms, e.g., hallucinations, delusional thinking, 
or mania in patients without prior history of psychotic illness 
or mania. If such symptoms occur, consider discontinuing 
Dyanavel XR. In a pooled analysis of multiple short-term, 
placebo-controlled studies of CNS stimulants, psychotic or 
manic symptoms occurred in 0.1% of CNS stimulant-treated 
patients compared to 0% in placebo-treated patients.
Long-Term Suppression of Growth: CNS stimulants have 
been associated with weight loss and slowing of growth rate 
in pediatric patients. Closely monitor growth (weight and 
height) in pediatric patients treated with CNS stimulants, 
including Dyanavel XR. Patients who are not growing or 
gaining height or weight as expected may need to have their 
treatment interrupted.
Peripheral Vasculopathy, including Raynaud’s 
Phenomenon: Stimulants, including Dyanavel XR, used to 
treat ADHD are associated with peripheral vasculopathy, 
including Raynaud’s phenomenon. Signs and symptoms are 
usually intermittent and mild; however, very rare sequelae 
include digital ulceration and/or soft tissue breakdown. 
Effects of peripheral vasculopathy, including Raynaud’s 
phenomenon, were observed in post-marketing reports at 

different times and at therapeutic doses in all age groups 
throughout the course of treatment. Signs and symptoms 
generally improve after reduction in dose or discontinuation 
of drug. Careful observation for digital changes is necessary 
during treatment with ADHD stimulants. Further clinical 
evaluation (e.g., rheumatology  referral) may be appropriate 
for certain patients.
Serotonin Syndrome: Serotonin syndrome, a potentially life-
threatening reaction, may occur when amphetamines are used 
in combination with other drugs that affect the serotonergic 
neurotransmitter systems such as monoamine oxidase 
inhibitors (MAOIs), selective serotonin reuptake inhibitors 
(SSRIs), serotonin norepinephrine reuptake inhibitors 
(SNRIs), triptans, tricyclic antidepressants, fentanyl, lithium, 
tramadol, tryptophan, buspirone, and St. John’s Wort. The 
co-administration with cytochrome P450 2D6 (CYP2D6) 
inhibitors may also increase the risk with increased exposure 
to Dyanavel XR. In these situations, consider an alternative 
non-serotonergic drug or an alternative drug that does 
not inhibit CYP2D6. Serotonin syndrome symptoms may 
include mental status changes (e.g., agitation, hallucinations, 
delirium, and coma), autonomic instability (e.g., tachycardia, 
labile  blood  pressure,  dizziness,  diaphoresis,  flushing, 
hyperthermia), neuromuscular symptoms (e.g., tremor, 
rigidity,  myoclonus,  hyperreflexia,  incoordination),  seizures, 
and/or gastrointestinal symptoms (e.g., nausea, vomiting, 
diarrhea). Concomitant use of Dyanavel XR with MAOI drugs 
is contraindicated. Discontinue treatment with Dyanavel XR 
and any concomitant serotonergic agents immediately 
if symptoms of serotonin syndrome occur, and initiate 
supportive symptomatic treatment. If concomitant use 
of Dyanavel XR with other serotonergic drugs or CYP2D6 
inhibitors is clinically warranted, initiate Dyanavel XR with 
lower doses, monitor patients for the emergence of serotonin 
syndrome during drug initiation or titration, and inform 
patients of the increased risk for serotonin syndrome.
ADVERSE REACTIONS
Clinical Trial 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 clinical practice. Clinical 
Trials Experience with Other Amphetamine Products in Pediatric 
Patients and Adults with ADHD Cardiovascular: Palpitations, 
tachycardia, elevation of blood pressure, sudden death, 
myocardial infarction. There have been isolated reports of 
cardiomyopathy associated with chronic amphetamine use. 
Central Nervous System: Psychotic episodes at recommended 
doses, overstimulation, restlessness, irritability, euphoria, 
dyskinesia, dysphoria, depression, tremor, tics, aggression, 
anger, logorrhea. Eye Disorders: Vision blurred, mydriasis. 
Gastrointestinal: Dryness of the mouth, unpleasant taste, 
diarrhea, constipation, other gastrointestinal disturbances. 
Anorexia and weight loss may occur as undesirable effects. 
Allergic: Urticaria, rash, hypersensitivity reactions including 
angioedema and anaphylaxis. Serious skin rashes, including 
Stevens-Johnson syndrome and toxic epidermal necrolysis 
have been reported. Endocrine: Impotence, changes in libido. 
Skin: Alopecia. Clinical Trials Experience with Dyanavel XR 
in Pediatric Patients with ADHD There is limited experience 
with Dyanavel XR in controlled trials. Based on this limited 
experience,  the  adverse  reaction  profile  of  Dyanavel  XR 
appears similar to other amphetamine extended-release 
products. Adverse reactions occurring  in ≥2% of subjects  in 
the Dyanavel XR group (N=52) and greater than that in the 
placebo group (N=48) during the double blind phase of the 
Phase 3 controlled study in patients with ADHD aged 6 to 12 
years were: epistaxis (Dyanavel XR 3.8%, Placebo 0%), allergic 
rhinitis (3.8%, 0%) and upper abdominal pain (3.8%, 0%).
Postmarketing Experience: The following adverse reactions 
have  been  identified  during  post-approval  use  of  other 
amphetamine products. Because these reactions are reported 
voluntarily from a population of uncertain size, it is not 
possible to reliably estimate their frequency or establish 
a causal relationship to drug exposure. Allergic: urticaria, 
rash, hypersensitivity reactions including angioedema 
and anaphylaxis. Serious skin rashes, including Stevens-
Johnson Syndrome and toxic epidermal necrolysis have 
been reported. Cardiovascular: palpitations, sudden death, 
myocardial infarction. There have been isolated reports of 
cardiomyopathy associated with chronic amphetamine use. 
Central Nervous System: restlessness, irritability, euphoria, 
dyskinesia, dysphoria, depression, tremor, aggression, anger, 

logorrhea, and paresthesia (including formication). Endocrine: 
impotence, changes in libido, frequent or prolonged erections. 
Eye Disorders: vision blurred, mydriasis. Gastrointestinal: 
unpleasant taste, constipation, intestinal ischemia, other 
gastrointestinal disturbances. Musculoskeletal, Connective 
Tissue, and Bone Disorders: rhabdomyolysis. Psychiatric 
Disorders: dermatillomania, bruxism. Skin: alopecia. Vascular 
Disorders: Raynaud’s phenomenon.
DRUG INTERACTIONS
Drugs Having Clinically Important Drug Interactions With 
Amphetamines
MAO Inhibitors (MAOI): MAOI antidepressants slow 
amphetamine metabolism, increasing amphetamines effect 
on the release of norepinephrine and other monoamines 
from adrenergic nerve endings causing headaches and other 
signs of hypertensive crisis. Toxic neurological effects and 
malignant hyperpyrexia can occur, sometimes with fatal 
results. Do not administer Dyanavel XR concomitantly or 
within 14 days following administration of MAOI. Serotonergic 
Drugs: The concomitant use of Dyanavel XR and serotonergic 
drugs increases the risk of serotonin syndrome. Initiate with 
lower doses and monitor patients for signs and symptoms of 
serotonin syndrome, particularly during Dyanavel XR initiation 
or dosage increase. If serotonin syndrome occurs, discontinue 
Dyanavel XR and the concomitant serotonergic drug(s). CYP2D6 
Inhibitors: The concomitant use of Dyanavel XR and CYP2D6 
inhibitors may increase the exposure of Dyanavel XR compared 
to the use of the drug alone and increase the risk of serotonin 
syndrome. Initiate with lower doses and monitor patients for 
signs and symptoms of serotonin syndrome particularly during 
Dyanavel XR initiation and after a dosage increase. If serotonin 
syndrome occurs, discontinue Dyanavel XR and the CYP2D6  
inhibitor. Alkalinizing Agents (Urinary and Gastrointestinal): 
Increase blood levels and potentiate the action of amphetamine. 
Co-administration of Dyanavel XR and gastrointestinal or 
urinary alkalinizing agents should be avoided. Acidifying 
Agents (Urinary and Gastrointestinal): Lower blood levels 
and efficacy of amphetamines. Increase dose based on clinical 
response. Tricyclic Antidepressants: May enhance the activity 
of tricyclic or sympathomimetic agents causing striking and 
sustained increases in the concentration of d- amphetamine in 
the brain; cardiovascular effects can be potentiated. Monitor 
frequently  and  adjust  or  use  alternative  therapy  based  on 
clinical response. 
Drug/Laboratory Test Interactions Amphetamines can 
cause  a  significant  elevation  in  plasma  corticosteroid  levels. 
This increase is greatest in the evening. Amphetamines may 
interfere with urinary steroid determinations. 
USE IN SPECIFIC POPULATIONS
Pregnancy  Pregnancy  Exposure  Registry There is a pregnancy 
exposure registry that monitors pregnancy outcomes in 
women exposed to Dyanavel XR during pregnancy. Healthcare 
providers are encouraged to register patients by calling the 
National Pregnancy Registry for Psychostimulants at 1-866-
961-2388 or visiting online at https://womensmentalhealth.
org/clinical-and-research-programs/pregnancyregistry/
othermedications/. Risk Summary There are limited published 
data on the use of amphetamines in pregnant women. These 
data are insufficient to determine a drug-associated risk of major 
congenital malformations or miscarriage. Adverse pregnancy 
outcomes, including premature delivery and low birth weight, 
have been seen in infants born to mothers dependent on 
amphetamines. Clinical Considerations Fetal/Neonatal adverse 
reactions: Amphetamines, such as Dyanavel XR, may cause 
vasoconstriction, including vasoconstriction of placental 
blood vessels, and may increase the risk for intrauterine 
growth restriction. In addition, amphetamines can stimulate 
uterine contractions increasing the risk of premature delivery. 
Premature delivery and low birth weight infants have been 
reported in amphetamine-dependent mothers. Monitor 
infants born to mothers taking amphetamines for symptoms 
of withdrawal, such as feeding difficulties, irritability, agitation, 
and excessive drowsiness. Lactation: Risk Summary Based on 
limited case reports in published literature, amphetamine (d- 
or d, l-) is present in human milk, at relative infant doses of 2% 
to 13.8% of the maternal weight-adjusted dosage and a milk/
plasma ratio ranging between 1.9 and 7.5. There are no reports 
of adverse effects on the breastfed infant and no effects on milk 
production. However, long term neurodevelopmental effects 
on infants from stimulant exposure are unknown. Because of 
the potential for serious adverse reactions in a breastfed infant, 
advise patients that breastfeeding is not recommended during 
treatment with Dyanavel XR.

Pediatric Use: Safety and effectiveness have been established 
in pediatric patients with ADHD ages 6 to 17 years. Safety and 
efficacy of these products in pediatric patients younger than 6 
years with ADHD have not been established. Long-Term Growth 
Suppression Growth should be monitored during treatment 
with stimulants, including Dyanavel XR, and pediatric patients 
who are not growing or gaining weight as expected may need to 
have their treatment interrupted.
Geriatric Use: Dyanavel XR has not been studied in the geriatric 
population.
DRUG ABUSE AND DEPENDENCE
Controlled Substance: Dyanavel XR contains amphetamine, a 
Schedule II controlled substance. Abuse: Dyanavel XR is a CNS 
stimulant that contains amphetamine which has a high potential 
for abuse. Abuse is the intentional, non-therapeutic use of a 
drug, even once, for its desirable psychological or physiological 
effects. Drug addiction is a cluster of behavioral, cognitive, and 
physiological phenomena that may include a strong desire to 
take the drug, difficulties in controlling drug use (e.g., continuing 
drug use despite harmful consequences, giving higher priority 
to drug use than other activities and obligations), and possible 
tolerance or physical dependence. Both abuse and misuse 
may lead to addiction, and some individuals may develop 
addiction even when taking Dyanavel XR as prescribed. Signs 
and symptoms of amphetamine abuse may include increased 
heart rate, respiratory rate, blood pressure, and/or sweating, 
dilated pupils, hyperactivity, restlessness, insomnia, decreased 
appetite, loss of coordination, tremors, flushed skin, vomiting, 
and/or abdominal pain. Anxiety, psychosis, hostility, aggression, 
suicidal or homicidal ideation have also been observed. 
Individuals who abuse amphetamines may use unapproved 
routes of administration which can result in overdose and 
death. To reduce the abuse of Dyanavel XR, assess the risk of 
abuse prior to prescribing. After prescribing, keep careful 
prescription records, educate patients and their families about 
abuse and on proper storage and disposal of CNS stimulants, 
monitor for signs of abuse while on therapy, and re-evaluate the 
need for Dyanavel XR use. Dependence: 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). Tolerance may occur during the chronic therapy 
of CNS stimulants including Dyanavel XR. 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, 
a  significant  dose  reduction  of  a  drug,  or  administration  of 
an antagonist and may occur in patients treated with CNS 
stimulants including Dyanavel XR. Withdrawal symptoms 
after abrupt cessation following prolonged high-dosage 
administration of CNS stimulants include dysphoric mood; 
fatigue; vivid, unpleasant dreams; insomnia or hypersomnia; 
increased appetite; and psychomotor retardation or agitation.  
OVERDOSAGE
Consult  with  a  Certified  Poison  Control  Center  (1-800-222-
1222) for up-to-date guidance and advice for treatment of 
overdosage. Individual patient response to amphetamines 
varies widely. Toxic symptoms may occur idiosyncratically at 
low doses. Manifestations of amphetamine overdose include 
restlessness, tremor, hyperreflexia, rapid respiration, confusion, 
assaultiveness, hallucinations, panic states, hyperpyrexia, 
and rhabdomyolysis. Fatigue and depression usually follow 
the central nervous system stimulation. Other reactions 
include arrhythmias, hypertension or hypotension, circulatory 
collapse, nausea, vomiting, diarrhea, and abdominal cramps. 
Fatal poisoning is usually preceded by convulsions and coma.
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system is too difficult to navigate (20%).
The study found a difference between men and 

women, with 58% of male health care workers report-
ing they were at their breaking point or were looking 
for a new job because of stress, burnout, and trauma, 
compared with 45% of women. Male health care 
workers reported struggling with substance misuse 
more than their female counterparts. Men were more 
likely to use their positions in health care to acquire 
controlled substances than women (21% versus 4%).

Men also were more likely to consume alcohol or 
controlled substances while at work (18% versus 4% 
of women) and men were more likely to consume 
alcohol or controlled substances up to 12 hours 

before their shifts (44% versus  17% of women).

Pandemic Stress
Health care experts generally agreed workers were 
facing dangerous levels of burnout before COVID-
19 spread, but the pandemic made things worse. 
As such, 40% of workers said they felt anxiety or 
dread about going to work, 49% said they were 
at their breaking point or looking for new work 
because of job stress and trauma, and 64% said the 
US Supreme Court decision overturning the Roe v 
Wade abortion rights case increased their stress 
levels or caused them to feel betrayed.

“The wellbeing and mental health of health care 
workers has been dramatically impacted by the 

pandemic, with many of them seeing more pain and 
death than ever before,” Nordheimer said in a news 
release. “This frequency and intensity of exposure 
is causing an unprecedented amount of trauma and 
stress, leading to high levels of burnout. The behav-
ioral health care industry has been slow to innovate 
to meet the growing need for mental health care, 
oftentimes treating it as an accessory to health care. 
We must put mental health on par with physical health 
and make it a basic human right, an indicator of overall 
health, and an industry standard.” 

Read more:  
https://bit.ly/3cmibz0
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Psychiatrists have been interested in the cross-cul-
tural dimensions of psychosis since Emil Kraepelin 
(1856-1926) sailed to Java in 1904 and published 
his pivotal Vergleichende Psychiatrie (Comparative 

Psychiatry). Kraepelin provided the first known comparison 
of psychotic symptoms across populations: “The early stages 
of a depression were rarely seen, and violent excitement was 
also uncommon, but at the same time the very severe forms of 
dementia, so common in our own mental hospitals and found 
among the Europeans in Java as well, seem rarely to develop 
among the indigenous population.”1 

Today’s psychiatrists in North America and Europe do not 
need to go abroad to encounter individuals of different races 
and ethnicities. Affordable travel and developments in informa-
tion technology have led to large-scale population migrations so 
that more physicians and patients identify as Black, Indigenous, 
and people of color (BIPOC).2 Due to the increased likelihood 
of cross-cultural patient-clinician interactions, all medical stu-
dents, psychiatry residents, fellows, faculty at academic medical 
institutions, and psychiatrists in independent practice in certain 
American states must develop skills in cultural competence3 to 
avoid perpetuating disparities in health outcomes for BIPOC 
individuals with serious mental illnesses.4 This raises a funda-
mental question of how to understand terms like culture and 
cultural competence. DSM-5-TR defines culture as follows5:

“Culture refers to systems of knowledge, concepts, values, 
norms, and practices that are learned and transmitted 
across generations. Culture includes language, religion 
and spirituality, family structures, life-cycle stages, 
ceremonial rituals, customs, and ways of understanding 
health and illness, as well as moral, political, economic, 
and legal systems. Cultures are open, dynamic systems that 
undergo continuous change over time; in the contemporary 
world, most individuals and groups are exposed to 
multiple cultural contexts, which they use to fashion their 
own identities and make sense of experience.”

The Centers for Medicare & Medicaid Services—the largest 
funder of mental health services in the United States—defines 
cultural competence as “the capacity to identify, respect, and 
understand differences in cultural beliefs, behaviors, and needs 
of consumers.”6 Decades before cultural competence became 
mandatory for clinicians, cultural psychiatrists pointed out that 
psychiatrists have their own professional cultures with bio-
medical knowledge, concepts, values, norms, and practices that 
introduce barriers to care.7 This article synthesizes research 
on how culture can impact psychosis across the mental health 
services pathway. It offers suggestions for providing culturally 
competent care and ways of overcoming potential challenges.

The Cross-Cultural Dimensions of Psychosis
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Cultural Considerations 
The health services pathway can be divided into 4 discrete phases: 
help-seeking through first contact with a mental health clinician, receiv-
ing the diagnosis of a psychotic disorder, initiating treatment such as 
psychotherapy or pharmacotherapy, and adhering to treatment.8 Cultural 
differences among patients and clinicians affect each step. 

1 HELP-SEEKING. Compared 
with those who are from major-
ity ethno-racial populations 

in high-income North American and 
European countries, BIPOC individuals 
may make sense of their initial psy-
chotic symptoms through shame and 
stigma,9 and are more likely to distrust 
psychiatrists based on experiences of 
racism, which delays their initial con-
tact with mental health clinicians.10

CASE 1: “Mrs Williams” is a Black 
American woman who contacts her son’s 
pediatrician about concerns related to 
behavioral changes. Her son’s teachers 
report that he stopped participating 
in classes. She thought his behaviors 
were part of normal adolescent devel-

opment, but when he started to say that 
the US government wants to kill all Black 
individuals, she became concerned. Her 
pediatrician makes a referral to a child 
and adolescent psychiatrist who asks 
how long her son had been experiencing 
paranoid delusions. She says “about 9 
months.” He asks why she did not seek 
care sooner. She informs him that with 
so many instances in the news of Black 
males with mental illnesses experiencing 
violence from law enforcement officials, 
she did not want her son to be labeled. 
He evaluates her son, counsels her about 
first-episode psychosis, and gains her 
trust by guiding her through the special 
educational services process with the US 
Department of Education for her son to 
receive medical accommodations.  D
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2 DIAGNOSIS OF A PSYCHOTIC  
DISORDER. Psychiatrists are more likely 
to diagnose BIPOC individuals with a 

psychotic disorder rather than a mood disorder 
based on misinterpreting symptoms.11 Studies 
across countries show that individuals from 
minoritized ethno-racial backgrounds have 1.35 
higher odds compared with majority populations 
of reporting hallucinations or delusions that 
are clinically subthreshold and do not meet full 
criteria for a psychotic disorder, perhaps due 
to greater acculturative stresses.12 Psychiatrists 
unfamiliar with the cultural backgrounds of 
patients or who exhibit biases are more likely to 
exacerbate misdiagnoses.

CASE 2: “Mr Delgado” is an agricultural worker 
in his 40s who comes to the United States on a 
seasonal H-2 visa every year to harvest oranges. His 
mother died 5 months ago. He presents for an initial 
evaluation at an outpatient clinic run by residents and 
fellows. Although he is sad and tearful, he describes 
himself as interacting more with colleagues at work 
and better able to focus than he was right after his 
mother died. “Dr Xi,” a Chinese American physician, 
asks whether he can hear or see things others 
cannot. Mr Delgado replies that he sometimes hears 
his mother’s voice and sees her image in the form of a 
guardian angel. Because of his interests in cross-cul-
tural care, Dr Xi asks whether these experiences are 
common in Mr Delgado’s community. Mr Delgado 
says yes. Dr Xi asks whether if Mr Delgado wants to 
try a medication to help treat the visions or only to 
treat his poor mood, anhedonia, and low motivation. 
Mr Delgado says he finds the visions comforting. 
Both agree to initial treatment with an antidepres-
sant. Mr Delgado comes back 3 months later, 
before he is to return to Mexico, and thanks Dr Xi for 
acknowledging his treatment preferences. He no 
longer describes extrasensory hallucinations.

3 INITIATING TREATMENTS. Psychiatrists 
are less likely to offer BIPOC individuals 
with psychosis a second-generation oral 

antipsychotic and more likely to offer long-acting 
injectable agents.13 BIPOC individuals are also 
less likely to receive clozapine14 and psychother-
apy as treatment options.15 

4 TREATMENT ADHERENCE. Although 
patients from all ethno-racial groups 
exhibit negative attitudes toward phar-

macotherapy to treat psychotic disorders, BIPOC 
individuals are more likely to discontinue these 
medications due to concerns about adverse 
effects.16 Due to implicit biases, psychiatrists are 
less likely to monitor metabolic parameters for 
BIPOC patients with psychotic disorders who take 
antipsychotics.17 Fortunately, clinical research 
is increasingly showing how psychiatrists can 
develop cultural competence skills to improve 
patient care. 

The Cultural Formulation Approach 
Studies show that the cultural formulation 
approach can elicit the knowledge, concepts, 
values, norms, and practices that individuals 
with psychosis employ to make sense of their 
experiences. Researchers with McGill Universi-
ty’s Cultural Consultation Service have used an 
expanded version of the DSM-IV-TR Outline for 
Cultural Formulation to assess for cultural issues 
related to diagnosis, treatment planning, and 
treatment adherence. Clinicians collaborating 
with cultural and linguistic brokers and pre-
senting cases in a multidisciplinary conference 
were able to rediagnose 34 of 70 cases (49%) 
from a referral diagnosis of a psychotic disorder 
to a nonpsychotic disorder, and rediagnose 12 
of 253 (5%) cases from a referral diagnosis of a 
nonpsychotic disorder to a psychotic disorder.18 
Although changes in diagnoses occurred across 
all ethno-racial groups, immigrants and refugees 
were misdiagnosed more with an initial psychotic 
disorder, showing that cultural information 
related to how individuals make sense of their 
experiences can affect diagnostic assessment and 
treatment selection.18 

Many psychiatrists may not have access to a 
cultural consultation service or may find that 
cultural issues exist even with patients who share 
their ethnic, racial, and religious backgrounds. 
DSM-5 and DSM-5-TR include a series of sem-
istructured interviews known collectively as the 
Cultural Formulation Interview (CFI), which the 
American Psychiatric Association has dissemi-
nated free of cost. The 16-question version for use 
with patients can be found at https://bit.ly/3yN-
jvDr. A 17-item for use with informants can be 
found at https://bit.ly/3bWLDuS. 

Clinical studies show mixed results in individ-
uals with psychosis. The interview can require 
more reflection on personal identity and treat-
ment planning than can be tolerated by patients 
with florid hallucinations or paranoid delusions.19 
However, stable outpatients with chronic ill-
nesses felt that clinicians using the CFI validated 
their experiences and presented new avenues for 
recovery.20 Practicing clinicians may find the CFI 
helpful upon resolution of acute symptoms. Cul-
tural competence is a lifelong pursuit; tools like 
the CFI can help clinicians take that first step.

Dr Aggarwal is an assistant professor of clinical psychi-
atry at Columbia University, and a research psychiatrist 
at New York State Psychiatric Institute in New York, New 
York.
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Many advances have been made in the past 20 years in the field of adult attention-deficit/ 
hyperactivity disorder (ADHD), explained Theresa Cerulli, MD, and Anthony L. Rostain, 
MD, MA, during a recent PsychView custom video program. 

“The good news is that thanks to our efforts 
to educate both the public and health pro-
fessionals about the fact that ADHD exists in 
adults, it has become more and more recognized 
by a growing number of people,” said Rostain, 
founding director of the Adult ADHD Treatment 
and Research Program and emeritus professor 
of psychiatry and pediatrics at Perelman School 
of Medicine at the University of Pennsylvania in 
Philadelphia. Nonetheless, Rostain and Cerulli, 
president and medical director of Cerulli & 
Associates in North Andover, Massachusetts, 
and lecturer and clinical supervisor at Harvard 
Medical School and Beth Israel Deaconess 
Medical Center in Boston, agreed there are still 
challenges in clinical practice, including biases 
and incomplete treatment response. 

Recognizing and Addressing 
Biases and Barriers
Biases associated with the label of ADHD have 
caused barriers to care, according to Cerulli 
and Rostain. Rostain noted the mistrust among 
underserved communities that has resulted in 
undiagnosed cases. Unconscious bias may also 
sway clinicians’ judgments, mistaking ADHD for 
anxiety or depression. 

Another possibility, Rostain said, “is mistaking 
social impairment associated with adult ADHD as 
narcissistic personality disorder or other Cluster 
B kinds of disorders when, in fact, the underlying 
self-regulation leads to people having trouble 
acting in a way that we would say is either socially 
appropriate or not mature enough for their age.”

Cerulli added, “The other bias I see—especially 
with adult ADHD—is that a lot of people won’t 
come in because they are afraid that people are 
just going to think they’re seeking substances,” 
which results in delayed diagnoses.

“The stigma around stimulants is probably still 

one of the biggest hurdles we have to face,” 
Rostain said. “You hear the story again and again.” 
He said that patients have told him, “I knew I had it 
as a young person, but my parents really weren’t 
willing to take me [to a doctor] because they didn’t 
want to have me start on a stimulant medication.”

Always looking for the positives, the pair 
agreed this presents an important opportunity for 
clinicians. “It is the job of psychiatrists and other 
mental health providers to say, ‘ADHD does not 
equal stimulants. ADHD is a condition; we need to 
understand it. It’s got a chronic and rather unre-
mitting impact on functioning, and we need to 
approach it in a multiplicity of ways,’” Rostain said.

The Impact of Functional  
Impairment
Rostain and Cerulli agreed functional impairment 
plays a huge role in their patients’  lives. “I think that 
ADHD has become more and more impairing as 
our society evolves,” Rostain said. The impairment 
affects many aspects of patients’ lives—beyond 
work and school issues, Cerulli added.

“Most adults with ADHD have trouble with 
everything—from managing time, getting 
things done, and following directions,” Rostain 
explained. “There’s also the impulsivity side...
managing emotions and being able to think before 
you speak or not just jump into a million different 
directions, but really being able to handle frustration, 
for example. And not getting into too many traffic 
accidents or getting speeding tickets.”

Managing personal and professional relation-
ships can be troublesome too. Individuals with 
ADHD may be viewed as insensitive when they 
forget important appointments or interrupt people. 
“A lot of social rejection goes on,” Rostain noted. 
“It’s pretty obvious that as we look at data from 
national epidemiologic studies, the No. 1 comorbid-
ity of adults with ADHD is social anxiety disorder. 

And that’s based a lot, I think, in having repeated 
experiences of social rejection or social failure.”

“It’s really challenging for patients,” Cerulli 
concurred. “Divorce rate is twice as high when one 
spouse has ADHD. I really hope that people walk 
away understanding that ADHD is a problem with 
regulating attention, self-regulating behavior, con-
trol of one’s thoughts in terms of organizing, plan-
ning, time management—it affects everything.”

All that adds up, said Rostain, and can lead 
to low self-esteem. “There is a chronic sense 
of being inadequate, ineffective, and in some 
other way, not meeting others’ expectations. This 
can lead to some unfortunate coping mecha-
nisms—overreliance on alcohol or substances, a 
tendency to overcommit and not be able to really 
deliver, and feeling constantly stressed out.”

Psychoeducation and Shared 
Decision-Making
The first step of treatment is psychoeducation, 
the pair noted. This includes the patient and their 
partner and/or close family members and should 
help define expectations. As patients understand 
what their brains do well—and what they do not 
do well—it is important to help teach skills that 
can support the patient, like making environ-
mental adjustments and schedules. They noted 
communication skills might also improve relation-
ships, especially when conflicts emerge. Rostain 
summarized this notion: “Pills don’t teach skills.”

Cerulli and Rostain also advocate for shared 
decision-making. Cerulli tlks with patients about 
treatment and what’s important to the patient. She 
likes to give patients several options and sometimes 
shares the choices she might make for herself. 
“Shared decision-making empowers somebody 
who otherwise probably had low self-esteem... to 
pay attention to the details,” she said.

Rostain also uses shared decision-making 
to define goals, the methods for reaching those 
goals, and the time frame for achieving them. 
“There’s got to be a realistic sense that this is 
going to be a process and we’re embarking on 
it together. We’re going to try different things 
according to your priorities,” he explained. “The 
purpose of treatment is to help people function 
better. It’s not just to ‘reduce symptoms.’ It is 
improving the functioning in various domains of 
life. And that’s why it’s important to have it be a 
shared decision-making, real conversation.”

Cerulli agreed, noting  DSM criteria and check-
lists only go so far, so it is crucial to find out what 
is important for each patient. “For some of them 
it’s, ‘I want to be able to have a conversation with 
my kids without getting mad—or with my partner.’ 
You know, for others, it’s, ‘I want to be able to get 
through my workday more effectively or more 
efficiently.’ For others, it’s, ‘Hey, I want to be able to 
sit down and read a book and enjoy it.’ There are 
different priorities for people.”

Advances and Challenges 
in Adult ADHD
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Weighing and Making Treatment 
Choices
Although stimulants have generally been the first 
line of treatment, there are a number of choices to 
consider, Rostain and Cerulli said. Stimulants can 
be effective, but they can also be abused and have 
negative connotations associated with them. Plus, 
they do not work around the clock, Rostain said, 
adding that nonstimulants have the advantage of 
working 24/7 and without abuse potential, but their 
efficacy data are not as strong. Unlike stimulants, for 
which you can take a “medication holiday,” non-
stimulants must be taken every day. For adults with 
ADHD, Rostain tends to look at the longer-acting 
stimulant preparations because adults tend to have 
longer days. “The big change in our way of looking 
at stimulants over the past decade or so has really 
been to look at the data and say, ‘Yeah, we get better 
adherence and fewer problems when we prescribe 
the long-acting medication preparation,’” he said.

So how does one choose between the 
amphetamine and methylphenidate options? “I 
always say talk with your patient about the differ-
ences in the profile. Find out if they have been on 
the medication. Many of our adult patients were 
treated as kids and have some remembrances of 
what did or did not work, or if other family mem-
bers have been more or less successful on meth-
ylphenidate versus amphetamine,” Rostain said. 
However, if you think a patient may not want more 
than one medication trial, he said it might be bet-
ter to start with an amphetamine because there is 
a higher slightly higher effect size compared with 
methylphenidate. He cautioned there is a greater 
risk of adverse effects (eg, appetite suppression, 
insomnia, a feeling of unrest/jitteriness).

Cerulli agreed. “One question I ask, having 
learned secrets of my patients over the years,” 
she said, including that many patients have tried 
a sibling’s medication. “I will ask them with a wink 
and a nod if...they had experience with somebody 
else’s medication.” 

In terms of abuse potential, Rostain share 
insights from colleagues in the substance abuse 
field. “Many have pointed out that the proper use 
of stimulants can actually reduce certain forms 
of substance use disorder,” he said. So instead of 
disregarding a medication type, it is important to 
ensure there is a comprehensive treatment plan 
in place and that the patient is monitored.

Next Steps to Consider When 
Improvement Stalls
Rostain recommends using a measurement (like 
the Adult ADHD Self-Report Scale) to measure 
goal progress. If using a stimulant and the highest 
safe dose has been tried and the patient remains 
symptomatic, Rostain tries an agent from the other 
stimulant class or considers augmentation with a 
nonstimulant. “I do think that we should follow the 
guidelines, when possible, but oftentimes patients 

may need a slightly higher daily 
dose—as long as they’re getting 
a benefit that’s impacting func-
tioning,” he said. 

Treatment failure, on the other 
hand, occurs when patients are 
not able to maintain the regimen 
because of adverse effects, 
Rostain explained. That is when 
“you have to sort of play around 
with both changing the timing 
of the medication and maybe 
changing the preparation and/or 
augmenting with a nonstimulant.”

In those cases, Rostain and 
Cerulli agreed it is important to 
discuss adverse effects with 
patients. Rostain asks patients, “What is getting 
in the way of taking the medication? How do you 
know what [adverse] effects are really bothering 
you so that we can address those? Because if they 
hate taking it, in the long run, it’s going to be tough 
for them to remain on the medication.”

Cerulli added that some previous adverse 
effects are not seen with newer medications, 
some of which indicated to patients the medi-
cine was working. As a result, she has to remind 
patients that they should not feel medicated but, 
instead, should feel the cognitive effects. 

She also noted that the US Food and Drug 
Administration recently approved combination 
product (Azstarys). containing 70% serdexmeth-
ylphenidate (a Schedule IV substance) and 30% 
dexmethylphenidate (a Schedule II substance), 
which she called a novel mechanism. The serdex-
methylphenidate is inert, she explained, and does 
not get activated until it hits the lower gastrointes-
tinal tract. This makes it difficult to abuse. Mean-
while, the immediate-release dexmethylphenidate 
allows for a good start to the patient’s day. “So 
if you look at the combination of the 2 together, 
your PK [pharmacokinetic] curve, meaning when 
the blood levels come up, is within 30 minutes 
of administering Azstarys, and that’s due to the 
immediate-release dexmethylphenidate....Then 
just as that is starting to come down, just even a 
little bit, you’ve got enough from the serdexmeth-
ylphenidate, the prodrug portion, to pick up right 
there,” she explained. 

Cerulli has had the opportunity to prescribe 
the drug to some of her patients and has been 
pleased with the results. She started with 
patients who responded to extended-release 
dexmethylphenidate, but for whom the effects 
were not lasting long enough. Another patient 
was experiencing an increased heart rate; 
recognizing the smoother PK curve with the 
serdexmethylphenidate-dexmethylphenidate 
combination, Cerulli prescribed the new agent, 
hypothesizing the patient would have a different 

physiological outcome. “It’s been great,” she said. 

“I’m thankful to say that he has not had the heart 

rate increases, which is good….His feedback was 

he’s thrilled that it is lasting longer, and he’s got the 

efficacy he always had. And now he’s not dealing 

with the bump he was getting in terms of some 

heart rate increases previously.” 

Nonmedication interventions are also emerging, 

Rostain noted. “Trigeminal nerve stimulation, for 

example, has been approved,” he said. “There [are] 

some interesting data using certain video games 

that are helpful with improving working memory and 

reducing ADHD symptoms. I think we’re going to 

see a lot more attention being paid to nonmedical 

interventions.” He added there is also interest in 

other technology-based treatments, including vir-

tual reality and transcranial magnetic stimulation.

“One hypothesis [of the underlying pathophys-

iology of ADHD] that’s quite attractive is that the 

default-mode network is overactive and not able 

to be suppressed sufficiently when executive 

control systems are operating,” Rostain said. “So 

in a way you’re competing with 2 different circuits 

in the brain, [so] perhaps using some of these 

other approaches will pay off. It will help individ-

uals be able to switch better between executive 

attentional control and have less distraction from 

that default mode.”

Concluding Thoughts
Rostain said the take-home message is that 

there is a lot of hope and new approaches for 

treating adults with ADHD. “But most of all, it is 

important to integrate the medical with other 

intervention approaches in helping people cope 

better, helping them manage time better, and 

helping them learn how to develop skills that may 

be underdeveloped while reducing the kinds of 

negative coping mechanisms that people often 

rely on,” he said. 

Cerulli agreed. “There have been so many 

advances since I started in the field 20 years ago. 

So many advancements,” she said. “Really, it’s so 

rewarding—we can really make a difference.” 

To watch this PsychView program, visit  psychiatrictimes.com/ 
psych-view/novel-delivery-systems-utilized-in-the-treatment-of-adult-adhd
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Arecent consultation motivated an 
evaluation of the evidence on when 
one should monitor electrocardio-
grams (ECGs) in patients taking 

lithium. Opinions vary and tend to be vague 
about when and how often to measure the ECG. 
Mogens Schou, MD, who was perhaps the world’s 
foremost expert on lithium and a passionate 
advocate for its use, observed that lithium occa-
sionally changes the function or electrical activity 
of the heart, but the presence of heart disease 
rarely should prevent lithium treatment.1 If heart 
disease was present, however, he recommended a 
consultation with a cardiologist and serial ECGs 
might be considered. Much more recently, The
Maudsley Prescribing Guidelines in Psychiatry
from the United Kingdom recommended getting 
an ECG if there are risk factors for, or preexisting, 
cardiac disease—but off ered no further details.2

In what appears to be the most thorough review 
of the subject, Mehta and Vannozzi proposed 
that, though data are limited, routine monitoring 
of ECGs seems unnecessary. However, if patients 
are maintained on or develop high lithium 
levels (eg, 1.2 mEq/L or higher), then the risks 
of arrhythmias, ST segment changes, and QRS 
prolongations become signifi cant, and a baseline 
ECG and periodic repeats are worth doing.3 They 
also noted that lithium-induced ECG changes are 
more likely over the age of 60 years. This pop-
ulation has a high prevalence of ischemic heart 
disease, and the 2 most common lithium-induced 
changes (T wave inversions and sinus dysfunc-
tions such as bradycardia) are also common 
manifestations of cardiac ischemia. Thus, it 
would be important to delineate the cause if such 
abnormalities were found. Therefore, Mehta 
and Vannozzi recommended a baseline ECG and 
follow-up at least every 6 to 12 months for anyone 
over age 60 years taking lithium and with risk 
factors like hypertension, hyperlipidemia, diabe-
tes, smoking, and a positive family history. 

In reviewing the literature since this “complete” 
literature search (as the authors described it), we 
only found case reports. In the most recent one, 
a 52-year-old woman with a complex medical pre-
sentation including fever and sepsis had been tak-

ing lithium for 10 years. Her ECG showed a wide 
range of abnormalities that, after excluding other 
factors, seemed mostly due to lithium as they 
were present even when her medical problems 
had resolved.4 There was atrial fi brillation acutely 
when her lithium level was 2.0 mEq/L (also 
found in some case reports in the Mehta and Van-
nozzi review and in another recent case report5), 
but this converted rapidly when the lithium level 
came down to normal. Six months later, with 
normal lithium levels, the patient still had ST seg-
ment elevation and inverted T waves. The report’s 
authors concluded that unpredictable genetic and 
comorbid illness factors could render a patient 
vulnerable to life-threatening arrhythmias if the 
right provocations come along, and the presence 
of abnormalities at therapeutic levels could pre-
dict who is vulnerable. Hence, they recommended 
that all patients receiving lithium should have 
a baseline ECG and “regular” monitoring. They 
noted that these vulnerabilities might be more 
common in patients taking long-term lithium, 
hence the need for the continued monitoring.3

In summary, it seems that although there are 
no standardized, offi  cially approved guidelines 
for serial ECG monitoring with lithium, we 
probably should be getting more baseline ECGs 
and repeating them more frequently in patients 
on long-term lithium and in those who develop 
cardiac risk factors. Consultation with our cardi-
ology colleagues on any abnormal fi ndings would 
be prudent.

Dr Osser is an associate professor of psychiatry at 
Harvard Medical School in Boston, Massachusetts, and 
codirector of the US Department of Veterans A� airs 
National Bipolar Disorder Telehealth Program in Brock-
ton, Massachusetts. The author reports no confl icts of 
interest concerning the subject matter of this article.
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Lithium: Cardiac Adverse 
Effects and When to Get an ECG

BIPOLAR UPDATE
Chemistry Lesson
Richard M. Berlin, MD

I was a Jewish boy from the Jersey burbs

raised on corned beef and Milano cookies. 

She was a Mennonite farmgirl

whose father shot deer for dinner.

And we were med students who’d fallen 

in love on our fi rst date, pressed together 

three months later in her galley kitchen, 

butter and garlic sizzling in a black 

cast iron pan, steam rising from a pot 

of boiling water, torn Romaine waiting 

to be dressed in a burled wooden bowl,

our trance broken only by her timer’s

reminder to cook linguini and toss

a Caesar salad. But I’d forgotten

to stop for mayo!

Back then I believed 

Hellmann’s “Real” Mayonnaise

was an element on the Periodic Table

with an atomic weight nestled 

between Manganese and Molybdenum, 

a primordial substance the Hellmanns 

pumped from deep wells into millions 

of blue-lidded bottles they shipped 

across America. But before I made

a hero’s gallant sprint to the market

she forgave me with a smile, foraged 

eggs from the fridge, cracked them, 

separated the yolks, squeezed lemon 

juice, sprinkled salt, and whisked in

oil until atoms fused for the miracle

of mayonnaise, her steady green eyes

and naked display of farmgirl skill

the chemistry that bonded us for life.

Dr Berlin has been writing a poem 
about his experience of being a doctor 
every month for the past 24 years in the 
Psychiatric TimesTM “Poetry of the Times” 
column.  He is instructor in psychiatry, 
University of Massachusetts Medical 

School, Worcester, Massachusetts. His latest book is 
Freud on My Couch.  

Poetry of 
the Times



CMEEARN 30 FREE  
Category 1 CME Creditspsychiatrictimes.com/cme

31
N

o
v

e
m

b
e

r
 2

0
2

2

PEER REVIEWED

Thinking Beyond the 
Guidelines: Evidence-Based 
Novel Therapies for Bipolar Depression
Lyons Hardy, MS, PMHNP, RN; Brian McCarthy, MS, PMHNP, RN

PREMIERE DATE:  November 20, 2022
EXPIRATION DATE:  May 20, 2024
This activity offers CE credits for:
1. Physicians (CME)
2. Other

All other clinicians either will receive a CME Attendance 
Certificate or may choose any of the types of CE credit being 
offered. 

PART TWO ACTIVITY GOAL
The goal of this activity is to help readers understand and apply 
novel treatment approaches for patients with bipolar depression.

PART TWO LEARNING OBJECTIVES
1. Evaluate nonpharmacologic and pharmacologic treatments for 
bipolar depression.
2. Distinguish evidence-based novel treatments for bipolar 
depression.

TARGET AUDIENCE
This accredited continuing education (CE) activity is intended 
for psychiatrists, psychologists, primary care physicians, 
physician assistants, nurse practitioners, and other health care 
professionals seeking to improve the care of patients with 
mental health disorders.

ACCREDITATION/CREDIT DESIGNATION/FINANCIAL SUPPORT
This activity has been planned and implemented in accordance 
with the accreditation requirements and policies of the 
Accreditation Council for Continuing Medical Education 
(ACCME) through the joint providership of Physicians’ Education 
Resource®, LLC, and Psychiatric Times™. Physicians’ Education 
Resource®, LLC, is accredited by the ACCME to provide 
continuing medical education for physicians.
Physicians’ Education Resource®, LLC, designates this enduring 
material for a maximum of 1.5 AMA PRA Category 1 Credits™. 
Physicians should claim only the credit commensurate with the 
extent of their participation in the activity.
This activity is funded entirely by Physicians’ Education 
Resource®, LLC. No commercial support was received.

OFF-LABEL DISCLOSURE/DISCLAIMER
This accredited CE activity may or may not discuss 
investigational, unapproved, or off-label use of drugs. 
Participants are advised to consult prescribing information 
for any products discussed. The information provided in this 
accredited CE activity is for continuing medical education 
purposes only and is not meant to substitute for the independent 
clinical judgment of a physician relative to diagnostic or 
treatment options for a specific patient’s medical condition. 
The opinions expressed in the content are solely those of 
the individual faculty members and do not reflect those of 
Physicians’ Education Resource®, LLC.

FACULTY, STAFF, AND PLANNERS’ DISCLOSURES AND 
CONFLICT OF INTEREST (COI) MITIGATION
The staff members of Physicians’ Education Resource®, LLC, and 
Psychiatric Times™ and the authors have no relevant financial 
relationships with commercial interests. 
None of the staff of Physicians’ Education Resource®, LLC, or 
Psychiatric Times™ or the planners of this educational activity 
have relevant financial relationship(s) to disclose with ineligible 
companies whose primary business is producing, marketing, 
selling, reselling, or distributing health care products used by or 
on patients. 
For content-related questions, email us at  
PTEditor@mmhgroup.com. For questions concerning the 
accreditation of this CE activity or how to claim credit, please 
contact info@gotoper.com and include “Thinking Beyond the 
Guidelines: Evidence-Based Novel Therapies for Bipolar 
Depression” in the subject line.

HOW TO CLAIM CREDIT
Once you have read the article, please use the following URL to 
evaluate and request credit: https://education.gotoper.com/
activity/ptcme22nov. If you do not already have an account with 
Physicians’ Education Resource®, LLC, you will be prompted to 
create one. You must have an account to evaluate and request 
credit for this activity.

(This is the second part of a 2-part article discussing novel treatments for bipolar 
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novel treatments for bipolar depression. –Ed.)

Bipolar depression (BD) can 
be difficult to treat due to sev-
eral factors, and choosing the 
most appropriate treatment 
approaches should be based 
upon patient-specific factors 
(eg, comorbidities, preferences). 
Based on treatment response and 
these patient-specific issues, there 
are a variety of nonpharmacologic 
therapies and novel pharmaco-
logic options that can be consid-
ered as part of the treatment plan.

Nonpharmacologic 
Interventions 
Although many clinicians tend to 
focus on pharmacologic treat-
ments for BD, nonpharmacologic 
interventions have been shown 
to be effective in bipolar depres-
sion, many of which contribute 
to an overall healthy lifestyle 
and can be recommended in 
addition to medications (Table 
1). Additionally, some of these 
interventions pose only a low risk, 
and they may be preferable to 
the use of medications for select 
patients. Barriers associated 
with implementation include 
cost and accessibility. Clinicians 
should familiarize themselves 
with the following interventions 
and recommend them to patients 
whenever possible.

CHRONOTHERAPEUTIC  
TREATMENTS. The International 
Society for Bipolar Disorder 
recommends the use of chro-
notherapeutic treatments.1 Its 
guidelines recommend the use 
of bright light therapy and sleep 
deprivation/wake therapy for BD 
and dark therapy for mania. Sev-
eral meta-analyses and systematic 
reviews found positive results 
for bright light therapy in BD.2-4 
Although studies are relatively 
small, bright light has few to no 
adverse effects and should be 
considered for patients who have 
the resources to purchase a light 
box. In several meta-analyses, 
the brightness of the light box 
and length of time utilized varied, 
depending on the study. In most 
trials, the light provided ranged 
from 2500 to 10,000 lux, and the 
administration time ranged from 
7.5 to 60 minutes delivered upon 
awakening in the morning.2-4 
Participants were maintained 
on medication regimens during 
the studies. Clinicians should be 
aware of the hypothetical risk 
for affective switching; however, 
based on available studies, the 
risk is minimal.

There is limited evidence 
that sleep deprivation and light 
therapy conducted together can 

effectively treat BD. Sikkens et 
al studied 60 participants with 
drug-resistant BD who underwent 
sleep deprivation periods along 
with daily bright light therapy 
sessions.5 After 1 week of treat-
ment, 44% of patients showed 
significant improvement. Of this 
group, 17% remained euthymic 
at 1 year of follow up. For those 
interested in this approach, 
Veale provides an easy-to-follow 
method (Table 2).6 Although the 
directions are relatively sim-
ple, this protocol may be quite 
challenging for many patients due 
to the sleep restriction require-
ments. 

The use of blue light-blocking 
sunglasses in the evening reduces 
depressive and manic symptoms.4 
If patients have difficulty follow-
ing the sleep deprivation and 
light therapy protocols, a middle 
ground might include wearing 
blue light–blocking glasses in 

TABLE 1. Nonpharmacologic Treat-
ments for Bipolar Depression
  Chronotherapeutic treatments

  Physical exercise

  Smoking cessation

  Anti-inflammatory diets (eg, 
Mediterranean, MIND, ketogenic)

  Supplements and 
nutraceuticals

  Brain stimulation
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the evening starting at 7 PM and doing bright 
light therapy every morning. Blue light–blocking 
sunglasses can be purchased for about $10, and 
light boxes with the appropriate specifications 
can be purchased for $100 to $200. There is 
some variability in light box specifications in 
the research; typically, a box measuring 12 ×17 
inches is recommended. The brightness should 
be between 2500 and 10,000 lux, and patients 
should use the light box for about 30 minutes per 
day as soon as possible after waking up. The light 
box should be placed above eye level while in use, 
and sunglasses should not be worn. 

The cost of the light box may be prohibitive 
for some patients. In those cases, clinicians 
should adapt suggested interventions to meet the 
patient’s needs. For example, patients may be 
able to sit outdoors in bright sunlight for 15 to 30 
minutes in the morning.

PHYSICAL EXERCISE. Exercise has been shown 
to reduce inflammatory markers, and physical 
activity may be beneficial in BD. For example, 
Paolucci et al studied 61 university students 
engaged in various levels of exercise intensity.7 
The investigators found moderate, continuous 
exercise produced the best results. Participants 
reported reductions in depression and anxiety, 
and they had lower levels of inflammatory mark-
ers. Of note, high-intensity interval training also 
improved depression, but it increased the par-
ticipants’ perception of stress and increased the 
inflammatory markers TNF-α and interleukin-6. 

According to available literature related to 
the impact of exercise on numerous psychiatric 
conditions, exercise improves depressive symp-
toms, reduces stress, decreases inflammatory 
markers, and promotes the synthesis of mono-
amine neurotransmitters in patients with bipolar 
disorder.8,9 Although exercise alone may not lead 
to remission, it has clear benefits, and should be 
recommended at moderate levels. Easily accessi-
ble forms of exercise—such as walking—may be 
easiest for patients to implement. For patients 
who have mobility issues or who live in areas 
where walking is not possible, chair exercise or 
yoga might be good alternatives. Other patients 
may find it easier to set up an exercise schedule 
at a gym or with a personal trainer. Generally, an 
exercise program that the patient is most likely to 
maintain is the best choice.

SMOKING CESSATION. Data related to cigarette 
smoking and mental illness show a clear nega-
tive impact of smoking on the symptoms of BD.8 
Indeed, smoking is a risk factor for the develop-
ment of BD. Cigarette smoking is also well known 
to negatively affect inflammatory markers.10 

Although there is no evidence that smoking ces-
sation will treat BD successfully, it makes sense 
to encourage all patients to stop smoking. Several 
effective pharmacologic and nonpharmacologic 
treatments are available to assist with this goal. 

Early evidence suggested that varenicline might 
worsen mood and increase the risk of suicidal ide-
ation, but more recent analyses have not shown 
an increase in neuropsychiatric adverse effects 
with use of varenicline, bupropion, or nicotine 
replacement therapy.11 

There are no concerning drug interactions 
with varenicline or bupropion and medications 
typically used to treat BD, but clinicians should 
be aware that cigarette smoking is a cytochrome 
P450 inducer. If patients quit smoking, the 
blood levels of some psychotropics can increase. 
Because the effect is related to smoking itself, 
the same interaction does not exist with nicotine 
replacement therapy.

DIETARY INTERVENTIONS. Healthy dietary patterns 
improve overall health and reduce symptoms of 
psychiatric illnesses.8,12-15 Specifically, the results 
of numerous studies have shown that following 
an anti-inflammatory diet can improve overall 
health and, potentially, psychiatric symptoms. 

Implementation of the Mediterranean diet 
and MIND (Mediterranean-Dietary Approaches 
to Stop Hypertension [DASH] Intervention for 
Neurodegenerative Delay) diets has anti-inflam-
matory properties. The Mediterranean diet is 
rich in antioxidants and flavonoids. It uses liberal 
amounts of whole grains, fruits, vegetables, 
nuts, olive oil, and omega-3 fatty acids, primar-
ily through the consumption of fish. The MIND 
combines the benefits of the DASH, which was 
developed to prevent cardiovascular disease. It 
encourages reduced consumption of saturated fat, 
sodium, and sugar intake and promotes healthy 
proteins, whole grains, fruits, and vegetables. All 
of these diets have a variety of health benefits 
and anti-inflammatory properties that may aid in 
relieving depressive symptoms. Additionally, they 
may help combat the metabolic effects of numer-
ous psychiatric medications.

When counseling patients about dietary 
change, clinicians may find it helpful to focus on 
a few specific items that patients can add to their 
current diets. Advising patients to overhaul their 
entire eating style may be overwhelming and 
ineffective. For example, patients may be able 
to focus on adding more vegetables, nuts, and 

seafood as a first step. In addition, small steps 
may be the best strategy for patients who con-
sume great amounts of inflammatory foods such 
as sugar and starchy items. These individuals may 
find it less overwhelming if they focus on 1 change 
at a time (eg, switching from soda to water or 
flavored water) and then adopt other changes. 
Motivational interviewing approaches are useful 
when encouraging lifestyle change. Ideally, 
clinicians should check in with patients at every 
visit to monitor their progress in implementing 
lifestyle changes.

SUPPLEMENTS AND NUTRACEUTICALS. The results 
of several studies have noted that use of various 
dietary supplements may benefit patients diag-
nosed with BD and unipolar depression. Inflam-
matory state alterations reflective of microbiota 
alterations in the gastrointestinal (GI) system are 
present in many psychiatric conditions, includ-
ing BD.16 Probiotics modulate stress hormones, 
increase brain-derived neurotrophic factor 
(BDNF) and serotonin levels, and reduce inflam-
mation.17 The brain-gut axis involves pathways 
including the parasympathetic nervous system, 
the immune system, the gut neuroendocrine 
system, and neurotransmitters produced in the 
gut.17 For example, a large portion of endoge-
nous serotonin is manufactured in the GI tract. 
Serotonin modulates the blood-brain barrier and 
vagal nerve activity.17 

Currently, evidence in humans on this topic 
is limited to observational studies. Probiotic 
supplementation may have a role in improving 
BD; current research, however, is limited by small 
trials and methodologic variability.15,18,19 Omega-3 
fatty acids have anti-inflammatory properties, 
and may be effective in supporting treatment 
of BD.13,20,21 In a systematic review, Sarris et al 
found a positive effect for omega-3 fatty acids in 
depression.22 Additionally, several studies have 
shown positive effects for omega-3 fatty acids 
in patients diagnosed with BD.20 If using fish oil 
supplements, patients should ensure that the 
eicosapentaenoic acid (EPA) content is 1.5 times 
the amount of docosahexaenoic acid (DHA). In 
addition, patients should take between 1000 
to 3000 mg per day.23 Most people are unlikely 

TABLE 2. Light Therapy and Sleep Restriction Guidelines6 

Day 1 The patient stays awake all night. Napping is not allowed at any time during treatment.

Day 2 Bright light therapy with a light box or direct sunlight exposure occurs for 30 min between 6:45-9:00 am. 
Blue light–blocking glasses are worn from 2:00 pm until bedtime at 5:00 pm. The patient rises at 1:00 am.

Day 3 The patient remains awake all day. Bright light therapy is given at the same time as before. Blue light–
blocking glasses are worn again from 4:00 pm until bedtime at 7:00 pm. The patient rises at 3:00 am.

Day 4 The patient remains awake all day. Bright light therapy is done at the same time. Blue light–blocking glasses 
are worn starting at 6:00 pm. Bedtime is at 9:00 pm.

Day 5 The patient remains awake all day. Blue light–blocking glasses are worn starting at 7 pm. Bedtime is at  
11:00 pm. The patient rises at 7:00 am. 

Neuropsychiatry
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to obtain this amount of EPA and DHA in their 
diet, unless they have a high intake of fish rich in 
omega-3 fatty acids. 

Other supplements that have been studied 
in managing BD and unipolar depression 
include coenzyme Q10, inositol, and several 
vitamins and minerals.13,21 However, the 
evidence on these agents is very limited and 
has shown mixed findings. At this point, 

treatment recommendations cannot be made 
based on the research. 

Use of L-methylfolate also may be consid-
ered as an adjunctive treatment.24,25 When 
folate and lamotrigine were combined in 1 
study, lamotrigine became clinically inef-
fective; however, this finding has not been 
replicated.26 There are no other known drug 
interactions with these supplements. 

BRAIN STIMULATION. Transcranial magnetic stim-
ulation (TMS) can be considered when standard 
treatments fail.27 Clinicians should be aware of a 
risk for psychomotor agitation in patients with 
BD who are treated with TMS. Currently, several 
FDA-approved devices are being used in patients 
with BD, and TMS is being used more commonly 
in this patient population. 

Deep brain stimulation (DBS) has been studied 
for BD, and has shown promising results.28 
Several small studies showed that DBS provided 
significant improvement in depressive symptoms 
among patients with BD.28 Among the studies, 
there was no consistent brain area of focus for the 
DBS treatment; in TMS, on the other hand, the 
left dorsolateral prefrontal cortex was targeted. A 
risk for affective switching was seen in 1 patient 
among these trials, but adjustment of stimulation 
parameters mitigated the symptoms. DBS is not 
commonly used; however, it is surgically invasive 
and costly, and the device must be removed if 
treatment is not successful.

Electroconvulsive therapy (ECT) remains one 
of the most potent interventions for depressive 
disorders, including BD.29 The duration of the 
current episode is a significant predictor of ther-
apeutic response, and some recommendations 
indicate that ECT should be considered earlier 
in the course of treatment. Unfortunately, many 
clinicians consider it a treatment of last resort. 
This stance may prolong the duration of a course 
of BD and reduce the likelihood of response. 

Magnetic seizure therapy also is a promising 
treatment option.30 It delivers high-intensity 
magnetic field impulses through a coil to induce 
seizure activity in the brain. Currently, however, 
this treatment is not widely available.

Novel Pharmacologic Interventions
There is evidence supporting the use of vari-
ous off-label pharmacologic treatments in BD 
(Table 3). Off-label medications typically are 
not included in published treatment guidelines, 
partially because research is less frequently con-
ducted with older generic medications. Studies 
of off-label medications may show inconsistent 
findings due to smaller sample sizes and meth-
odological variation. In addition, the majority of 
the systematic reviews and meta-analyses of these 
studies do not include information about the dos-
ing ranges used, which limits their generalizabil-
ity and clinical utility. When considering these 
novel medications, clinicians should consider 
them to be second-, third-, or fourth-line options, 
at best. Most importantly, clinicians should con-
sider patient-specific factors that may influence 
treatment selection.

DOPAMINERGIC AGENTS. The use of dopaminer-
gic agents (eg, dopamine antagonists, dopamine 
reuptake inhibitors) to treat depressive disorders 
is well established; indeed, dopamine antagonists 

TABLE 3. Potential and Emerging Novel Pharmacologic Agents 
Medication Mechanism of action Target dosing range Adverse effects

Dopaminergic agents

Amantadine Dopamine agonist; NMDA 
receptor antagonist

100-200 mg per day Anticholinergic, psychosis

Memantine Dopamine agonist; NMDA 
receptor antagonist

10-20 mg per day Anticholinergic, psychosis

Pramipexole Dopamine agonist Target dose, 1.5 mg per day Nausea

Ropinirole Dopamine agonist 2 mg per day Nausea

Armodafinil Dopamine agonist 150-250 mg per day Appetite suppression, 
headache, mood 
switching, psychosis

Modafinil Dopamine agonist 100-200 mg per day Appetite suppression, 
headache, mood 
switching, psychosis

Amphetamine salts Dopamine agonist 10-60 mg per day Appetite suppression, 
hypertension, agitation, 
mood switching, psychosis

Methylphenidate Dopamine agonist 5-40 mg per day Appetite suppression, 
hypertension, agitation, 
mood switching, psychosis

Anti-inflammatory agents

Celecoxib COX-2 inhibitor 400 mg per day GI ulcers, GI bleeding

Minocycline Tetracycline derivative 5-300 mg per day GI upset, photosensitivity

N-acetylcysteine Modulator of cytokine 
production and glutathione

600 mg twice daily Autoimmune disease 

Omega-3 fatty 
acids

Anti-inflammatory agent 1000-3000 mg per day, 
EPA must be 1.5 times DHA

Fishy aftertaste, GI upset

Glutamatergic inhibitors/modulators and NMDA receptor antagonists

Riluzole Glutamate inhibitor; NMDA 
receptor antagonist

50 mg per day Nausea, dizziness

Dextromethorphan Glutamate modulator; 
NMDA receptor antagonist

30-60 mg per day Dissociation, sedation

Ketamine and 
esketamine

NMDA receptor antagonist; 
glutamate modulator; 
synaptic plasticity enhancer

Varies based on 
administration method

Dissociation, confusion, 
psychosis, mood switching

Antiglucocorticoid agents

Metyrapone, 
fluconazole, 
mifepristone

Glucocorticoid receptor 
inhibitor (specific MOA 
varies depending on drug)

Varies based on drug Varies based on drug

Miscellaneous

Pioglitazone Thiazolidinedione; insulin 
resistance reducer 

15-45 mg per day Hypoglycemia

Pindolol β-blocker, 5HT1A antagonist 2.5-5 mg 3 times per day Hypotension, bradycardia

T3 and T4 Thyroid hormone; possible 
modulator of monoamine 
levels and activity in the 
cortex

50-100 µg per day, 
although doses up to 300-
600 µg per day have been 
studied

Tremor, headache, nausea, 
weight loss, bone density 
loss

Neuropsychiatry
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are a mainstay of treatment according to pub-
lished treatment guidelines. Other agents with 
varying mechanisms of action also have been 
studied. Amantadine and memantine are similar 
drugs that are believed to be dopamine agonists 
and NMDA-receptor antagonists.31 Typically, 
these drugs are used for Parkinson disease, dyski-
nesias, and neurocognitive impairment. 

Although a small meta-analysis did not find 
a benefit for memantine over placebo to treat 
depression,32 another review found several 
studies that demonstrated positive effects.33 In 
addition, a case series demonstrated benefit with 
amantadine given for BD.34 Research on these 
agents remains limited, although they may be 
an option for patients with BD, particularly if 
affected patients have accompanying neurocogni-
tive symptoms. In most studies, these drugs were 
used adjunctively with mood stabilizers.32-34 

Dopamine agonists and amphetamines have 
been studied for use in BD. Their efficacy has 
been demonstrated in RCTs, open label trials, 
and case report series.35 However, they run a risk 
of inducing manic and/or psychotic symptoms; 
therefore, clinicians should monitor patients 
closely for the emergence of such manifestations. 

Modafinil and armodafinil typically are used 
to treat narcolepsy and sleep-wake cycle disor-
der. The results of 5 RCTs in a meta-analysis 
demonstrated that augmentation with modafinil/
armodafinil was associated with significantly 
greater rates of treatment response in patients 
with BD.36

The dopamine agonists pramipexole and ropin-
irole are indicated to treat Parkinson disease and 
restless leg syndrome. A systematic review and 
meta-analysis involving 5 RCTs and 8 open-label 
or observational studies showed positive out-
comes when pramipexole was used in patients 
with unipolar depression or BD.37 Two small 
studies found positive effects when ropinirole 
was used to treat BD or unipolar depression.38,39 
Nausea is a common adverse effect associated 
with use of pramipexole; prophylactic use of 
an antinauseant may be advisable when treat-
ment with the drug is initiated. On a positive 
note, pramipexole has not increased the risk of 
mood switching.37

ANTI-INFLAMMATORY AGENTS. As discussed 
previously, chronic and acute inflammation may 
be related to depressive symptoms. There is 
preliminary evidence that biomarkers (eg, CRP, 
other inflammatory cytokines) may be elevated 
in people with bipolar disorder and other con-
ditions affecting mood.40 A meta-analysis of 4 
studies using infliximab, a TNF inhibitor, did not 
find positive effects when the drug was given to 
patients treatment-resistant unipolar depres-
sion.41 However, the use of other anti-inflam-
matory agents in the treatment of BD has some 
research support. For example, several studies 
have shown positive outcomes for celecoxib, a 

COX-2 inhibitor, when used adjunctively with 
standard treatments.42-44 Importantly, a concur-
rent proton-pump inhibitor to protect the GI sys-
tem should be prescribed when using celecoxib. 

Minocycline is a tetracycline derivative antibi-
otic that also has anti-inflammatory properties. 
A small RCT showed positive effects for its use in 
patients with unipolar depression.43 A systematic 
review found positive effects in treating schizo-
phrenia but not BD or unipolar depression; 16 
RCTs were included, although only 1 focused on 
BD, and 3 focused on unipolar depression.45 In 
addition, there was a wide dosing range among 

studies (50-300 mg) and some methodological 
variation, making generalities difficult.

N-acetylcysteine (NAC) is another anti-inflam-
matory agent that has been studied to treat BD. 
This drug primarily has been used to treat acute 
liver injury, but it is also available as an over-the-
counter supplement. It has anti-inflammatory 
effects believed to be related to modulation of 
cytokine production and glutathione, an antioxi-
dant that modulates NMDA receptors that may be 
related to the therapeutic effect of NAC. Several 
reviews included trials demonstrating the efficacy 
of NAC in treating BD.20,42,43 

Statin drugs used to treat hypercholesteremia 
exert anti-inflammatory effects, as well. Research 
on using these agents to treat psychiatric dis-
orders is very limited; however, there are some 
potentially promising findings involving schizo-
phrenia, unipolar depression, and dementia.26 

GLUTAMATERGIC INHIBITORS AND NMDA  
RECEPTOR ANTAGONISTS. Riluzole is believed to 
function as a glutamate inhibitor and an NMDA 
receptor antagonist. It is indicated as a treatment 
for amyotrophic lateral sclerosis. Lamotrigine, 
also a glutamate inhibitor, is more commonly 
used in psychiatry. A literature review provided 
preliminary evidence supporting riluzole use in 
patients with depression or several other psychi-
atric disorders.46 Similarly, a small, open-label 
study of glutamatergic neurotransmission and 
depressive symptoms in BD showed an improve-
ment in depressive symptoms with the use of 
riluzole.47 

Dextromethorphan is another glutamate 

modulator and NMDA receptor antagonist. There 
is evidence supporting its adjunctive use with 
standard medication treatments in mood disor-
ders.48,49 Dextromethorphan has been studied 
as a combination therapy with quinidine and as 
a monotherapy.

Ketamine and esketamine are believed to act 
as NMDA receptor antagonists and to increase 
synaptic plasticity. These drugs also have gluta-
matergic activity. Although much of the research 
on these agents focuses on unipolar depression, 
there is also evidence that they can be used effec-
tively to treat BD.50,51 Unfortunately, ketamine 
research remains a challenge due to funding 
and recruitment issues. Esketamine is currently 
FDA-approved for the treatment of unipolar 
depression; research has not focused on its use 
in BD.

ANTIGLUCOCORTICOID AGENTS. Antiglucocorti-
coid drugs that have been investigated for use 
in mood disorders include metyrapone, keto-
conazole, and mifepristone.49 In a meta-analysis, 
individuals with depressive symptoms associated 
with unipolar depression and higher cortisol 
levels at baseline responded to metyrapone and 
ketoconazole.52 Also discussed in this meta-anal-
ysis was the use of mifepristone for patients 
with psychotic depression or bipolar disorder.52 
Evidence on mifepristone in BD is limited, 
but use of this drug in affected patients has 
produced promising results—baseline corti-
sol levels were similar among responders and 
nonresponders. Again, these small studies had 
methodological variability.

MISCELLANEOUS AGENTS. Other miscellaneous 
agents that have been studied for BD include 
pioglitazone (an antidiabetic agent), pindolol (a 
β-blocker that also blocks 5-hydroxytryptamine 
1A receptors and possibly exerts antidepressant 
effects through that mechanism), and liothy-
ronine sodium (T3) and levothyroxine sodium (T4) 
hormone supplementation. The results for these 
agents have been mixed. For example, although 
an RCT found positive effects of pioglitazone, 
another failed to show benefit.53,54 Pindolol has 
been studied as an adjunct to dark therapy) and 
has significantly improved the antidepressant 
effects of sleep deprivation.1,55 In addition, there 
is evidence to support the use of T3 and T4 as an 
augmentation strategy.56,57 The use of thyroid 
hormone augmentation in unipolar depression is 
well established; however, research in BD is more 
limited. In practice, T4 is often preferred due to 
cost and availability, but there is evidence that T3 
may be more effective.58

Concluding Thoughts
Although there are a number of FDA-approved 
medications and published treatment guidelines 
related to the treatment of BD, the established 
medications are often ineffective or intolerable 

There are a variety 
of emerging 

nonpharmacologic and 
pharmacologic options 

to treat BD when 
standard treatments 

have failed. 
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due to adverse effects in many cases. Fortunately, 
there are a variety of emerging nonpharmacologic 
and pharmacologic options to treat BD when 
standard treatments have failed. The majority 
of nonpharmacologic treatments have minimal 
to no adverse effects and they contribute to an 
overall healthy lifestyle. Physical exercise, light 
box therapy, or an anti-inflammatory diet can be 
excellent therapeutic options for some patients. 
Medications with mechanisms of action other 
than those of standard pharmacologic treatments 
may be sensible third- or fourth-line therapeutic 
options. Psychiatric clinicians would be well-
served by familiarizing themselves with novel 
treatment choices for BD and applying an individ-
ualized approach to enhance patient outcomes.

NP Hardy is a psychiatric mental health nurse 
practitioner and clinical assistant professor at the 
Virginia Commonwealth University School of Nursing. 
Mr McCarthy is a psychiatric mental health nurse 
practitioner at the Mood Treatment Center in Winston-
Salem, North Carolina. 
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The treatment of psychiatric 
diseases is evolving with ad-
vances in imaging and under-
standing brain circuitry, which 

bring new strategies for early diagnosis 
and intervention of complex psychi-
atric conditions. Updated therapeutic 
approaches are improving the treatment 
of many mental health disorders. It is 
important that psychiatrists and other 
members of the multidisciplinary care 
team understand the latest clinical 
advances and how to best apply that 
knowledge into practice. At the 2022 
Annual Psychiatric Times™ World CME 
Conference™, expert faculty reviewed 
the latest developments in the � eld. 
Here are 3 things you should know 
about new updates in managing psychi-
atric disorders.

1 Screening for 
developmental 
trauma can help 

determine treatment 
needs.
Adverse childhood experiences (ACEs), 
also referred to as developmental trau-
mas, are potentially traumatic events 
that take place during childhood and 
adolescence and may include abuse, 
neglect, exposure to interpersonal vio-
lence and parental loss.1 In many cases, 
children are exposed to multiple ACEs. 
� e event(s) of overwhelming stress 
may be greater than the child’s adaptive 
capacity, and they can have irreversible 
neurobiological e� ects during crucial 
developmental periods, resulting in 
changes in the child’s ability to regulate 
stress throughout their entire life.2

Multiple ACEs increase health risks 
in adulthood.3 Exposure to chronic, 
cumulative stress a� ects development 
of the nervous, endocrine and immune 



systems and leads to diminished cognitive, social and emotional func-
tioning and greater allostatic load. � ose who have experienced multi-
ple developmental traumas have increased physical and mental health 
problems—such as obesity, diabetes and substance use—compared with 
those who have not.3

Screening for ACEs is useful for determining patient needs and 
guiding treatment. � e selection of screening tool depends on the clin-
ical setting and planned uses. Examples of commonly used screening 
tools are shown in the Figure.

FIGURE. Useful Screening Tools for Developmental Trauma

� e three-hit model for vulnerability and resilience is a useful 
framework for perceiving the impact of developmental trauma on the 
patient and consequences for clinical management.7 According to this 
model, an individual’s genetic background (hit-one) combined with 
early-life stress (hit-two) causes an evolving phenotype characterized by 
altered stress regulation. When the patient is exposed to challenges later 
in life (hit-three), the vulnerability risk depends on the type of chal-
lenge presented and other individual factors, such as coping strategies, 
lifestyle and existence of support.

Developmental trauma is commonly linked to posttraumatic stress 
disorder (PTSD).8 In patients who develop PTSD, trauma-focused psy-
chotherapy is an essential � rst-line treatment.9 If pharmacotherapy is 
used, sertraline and paroxetine are FDA-approved for PTSD.10,11 � ese 
can enhance quality of life and level of functioning, as well as treat 
comorbid anxiety or depression.

2 Repetitive transcranial magnetic 
stimulation and electroconvulsive 
therapy may be considered for 

diffi cult-to-treat psychiatric disorders.
In repetitive transcranial magnetic stimulation (rTMS), a magnetic coil 
is used to provide a repeated magnetic pulse of the same intensity to a 
distinct area of the brain, inducing an electric current strong enough 
to directly activate neurons.12 Decreased activity of the dorsolateral 
prefrontal cortex is commonly linked to the pathophysiology of de-
pression, and this area of the brain is targeted by rTMS when used for 
treatment-resistant depression.13 Patients undergo 5 sessions of rTMS 
per week for 4-6 weeks.14

In clinical trials, rTMS signi� cantly improved symptoms of depres-
sion compared with sham treatment, and adverse events were generally 
mild.15-17 Overall, rTMS is considered safe, noninvasive, and well toler-
ated, with the most common adverse e� ect being transient headache.18

However, rTMS is time consuming and not always covered by insur-
ance; it also has rare risks of seizure, local pain and scalp burns.

In addition to treatment-resistant depression, rTMS is being inves-
tigated for many other applications. � e FDA has approved the use of 
rTMS for obsessive-compulsive disorder and smoking cessation.19

Electroconvulsive therapy (ECT), which has been used for severe 
treatment-resistant depression for many years, involves the use of an 
electrical stimulation to generate a seizure in the brain while the patient 
is under anesthesia.20 It has been associated with rapid response and 
remission, but the optimal placement of electrodes is still being deter-
mined.21,22 Because retrograde memory loss is a serious safety concern, 
the decision to use ECT in patients who have failed multiple other 
options should be individualized.23 

3 For youth at high risk for bipolar 
disorder, family-focused therapy 
shows potential.

Early onset of bipolar disorder (BPD) is associated with a more severe 
disease course and a greater number of comorbidities.24 Identifying youth 
at high risk for BPD and implementing early intervention strategies may 
help to improve outcomes. In youth with subthreshold mania, factors 
associated with an increased risk of conversion to clinical BPD include 
earlier onset, a family history of mania or hypomania and an increased 
number of symptoms of mania, mood lability and/or anxiety.25

In this high-risk population, limited 
evidence exists for the most e� ective 
pharmacologic treatment strategies 
for preventing progression to BPD.26

However, the addition of family focused 
therapy (FFT) to pharmacotherapy for 
high-risk youth provides more favor-
able mood trajectories.27 FFT helps 
families learn to identify and resolve 
di�  culties and con� icts that may arise 
when a family member is diagnosed 
with a mood disorder.

In a clinical trial, 127 high-risk 
youth were randomly assigned to 
receive either FFT (plus medication 
when indicated) or standard psychoed-
ucation (plus medication when indicat-
ed). High-risk youth assigned to receive FFT had signi� cantly longer 
intervals from recovery to the advent of their next mood episode and 
from randomization to the next mood episode than did those receiving 
standard psychoeducation.28 FFT was associated with longer intervals 
to depressive episodes but not manic or hypomanic episodes or conver-
sions to BPD.
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for symptomatic youths at high risk for bipolar disorder: a randomized clinical trial. JAMA Psychiatry. 
2020;77(5):455-463. doi:10.1001/jamapsychiatry.2019.4520

For a full list of references go to
www.gotoper.com/3tsk22mpd-art

Adverse 
Childhood 

Experiences (ACES) 
questionnaire for 

adults4

Scores patients 
from 0-10, based 
on how many of 

the 10 categories 
of ACEs they 

have experienced

NAADAC, the 
Association for 

Addiction Profes-
sionals, modifi ed 
ACES for adults5

Expands on the 
ACES question-
naire for adults 

and inquires 
about how child-

hood trauma 
currently affects 

the patient

Trauma History 
Screen6

A measure of 
exposure to 
14 distressful 

events, levels of 
exposure and 

duration of dis-
tress

FFT has 3 main
 components28

Psychoeducation

Communication 
enhancement 
training

Problem-solving 
skills training
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Psychiatric Times™ Conference  
Clinical Pearls for Treating MDD

Identifying 
“State of the 
Art Treatment” 
for MDD
Is there one state-of-the-art treatment for depres-
sion?  “No, that was the dilemma I faced in trying 
to prepare for this talk,” Sidney Zisook, MD, shared 
with attendees of the 2022 Annual Psychiatric 
TimesTM World CME Conference held in August in 
San Diego, California.

“There is no state-of-the-art treatment because 
major depressive disorder [MDD] is such a broad, 
diverse, heterogeneous group of symptoms,” 
explained Zisook, who is distinguished professor at 
the University of California, San Diego, and a previ-
ous recipient of the Psychiatric Times™’ Educator 
of the Year Award. “In fact, there are 227 possible 
combinations of symptoms that will allow a person 
to meet the DSM criteria for major depressive dis-
order. And, in addition to the symptomatic hetero-
geneity, there are a host of other issues that affect 
this: severity—mild symptoms versus  very severe 
problems; clinical features—are there anxious fea-
tures, atypical features, or melancholic features? All 
of these may lead us to different approaches that 
we may take with that patient.”

Because of this, there are a number of issues and 
features that should be assessed for each patient. 
Zisook discussed a recent review that revealed 
14 key areas: symptom profile, clinical subtypes, 
severity, neurocognition, functioning and quality of 
life, clinical staging, personality traits, antecedent 
and concomitant psychiatric conditions, physical 
comorbidities, family history, early and recent envi-
ronmental exposures, protective factors, resilience, 
and dysfunctional cognitive schema.1 

Thus, the best care practice—which is really what 
makes for state-of-the-art treatment for MDD— 
relies on a thorough history, Zisook said. “A really 
thorough history begins with lab studies, physical 
exam, etc,” he said. “But the initial assessment is not 
enough. We want to repeat the workup for patients 
who aren’t doing well over time.”

“I can’t tell you how many times in my career, 
when I redid my initial assessment 6 months 
down the line and somebody wasn’t having a 

good response, how different that history was and 
how I now—for the first time—learned about their 
drinking history and the cocktails they had every 
night. Or their early life trauma that was very 
much affecting their day-to-day life as an adult, 
etc. So not only do you do good assessment to 
begin with, repeat it intermittently as you have a 
better relationship with the patient to get a better, 
fuller picture of who they are,” Zisook said. 

This includes checking for co-occurring con-
ditions and ensuring treatment for those condi-
tions, too, said he explained. 

Similarly, he said it is important to use mea-
surement-based care to inform decisions. 
“Several studies2 have found that if you measure 
symptoms, if you measure side effects, even with 
a global side effect measure along the way, share 
those with the patients, and develop a diary of 
symptoms and tolerance, you’ll actually end up 
with better results,” Zisook reported.

Then, clinicians should dip into the wide 
variety of choices from what he called the 
“2022 Antidepressant Tool Kit.” In terms of med-
ication choices, Zisook told attendeed all FDA- 
approved antidepressants (ie, tricyclics, mono-
amine oxidase inhibitors, selective serotonin 
reuptake inhibitors, serotonin-norepinephrine 
reuptake inhibitors, serotonin modulators, and 
atypical antidepressants, and novel nonmono-
amines) are equally effective with some differing 
adverse effects.  

When discussing medication treatment person-
alization, the topic of pharmacogenomic testing 
often comes up, said Zisook. “There was a lot of 
excitement about pharmacogenetic testing a few 
years ago. A lot of that excitement has died down 
because it hasn’t really proven to have a dramatic 
impact on our ability to personalize medications,” 
he told attendees. 

However, testing can provide information on 
the genes involved in the metabolism of anti-
depressants (eg, CYP2D6, 2C19, 1A2, 2C9, 342, 
and 2B6), how the drug may be metabolized in 
patients, and whether the medications should 
be used as usual, with caution, or with extra 
caution and increased monitoring. “If they 
[patients] are a very poor metabolizer, they may 
end up with a very high dose of the medication 
that you’re providing in their system, and they 
may be more prone to significant side effects 
adversity and tolerance, etc. You may need to 
go slower or lower or avoid certain medica-
tions,” he advised attendees.

Brain stimulation options (ie, bright light ther-
apy, electroconvulsive therapy, transcranial mag-
netic stimulation, and vagus nerve stimulation) are 
also effective strategies in the tool kit, he noted. 

Furthermore, Zisook reminded conference 
attendees not to overlook the potential of psycho-
therapy as part of the treatment strategy. 

“A recent survey showed only about 20% of 
psychiatrists do psychotherapy in their offices, 

Heidi Anne Duerr, MPH
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Continued from page 20

Covering the Basics: 

Terminology 
Valeria Roldán; Z Paige Lerario, MD, NYS CRPA/CPS-provisional

Being well versed in correct terminology is fundamental to building a�  rming clinical 
environments and psychosocial rapport with patients. Physicians are not expected to get 
everything right, but to take responsibility for their education and apologize in the event a 
mistake is made. 

First, a key distinction to make is between sex 
and gender. Sex is assigned at birth by a medical 
professional most often based on biological 
criteria, such as external genitalia. Gender refers 
to a person’s internal sense of self, which can 
be expressed through a diverse range of social, 
cultural, physical, and behavioral cues, such as 
clothing, pronouns, and physical embodiment. 
The Figure defi nes these terms and their key 
di� erences.

Second, neither sex nor gender are binary, as 
evidenced by the existence of intersex and 
TGD individuals. And neither sex nor gender are 
categorical. Someone’s gender identity can change 
through their life, and someone’s sex can, too (eg, 
a person can change their gender expression, 
sex hormone levels, and the appearance of their 
genitalia). 

Third, another common misconception is that 
gender identity is the same as sexual orientation, 
which refers to the gender(s) of the individuals to 
whom a person is attracted. This includes asexual 
people, who do not experience sexual attraction. 
Many TGD individuals identify as “straight,” or 
heterosexual. Self-disclosing a TGD identity does 
not necessarily mean that the person is “gay/
lesbian,” or homosexual. 

Last, terminology changes depending on 
geography and demography. For example, in Latin 
America, terms such as transexual and travesti are 
used as synonyms for transgender. However, these 
may be considered derogatory in the United States 
and Europe due to their medical implications. 

READ MORE psychiatrictimes.com/
conferences/world-cme-conference

INTERSEX
Those whose sex-defi ning 
characteristics or reproductive anatomy 
don’t fi t the binary male/female. Also 
know as “disorders of sex development”

SEX (ASSIGNED AT BIRTH)
Construct that can induce characteristics of 
external genitalia, gonads, hormone levels 
and chromosomes, among other variables. 

GENDER IDENTITY

A person’s internal sense of their gender.

CISGENDER
Someone whose gender aligns with their 
sex assigned at birth. 

TRANSGENDER
Someone whose gender identity di� ers from 
their sex assigned at birth. 

NON BINARY 
Someone whose gender identity isn’t within 
the binary man/male or woman/female. They 
may identify as both (bigender), as neither 
(agender) or a gender identity that changes 
in expression or intensity (genderfl uid). 

GENDERQUEER/GENDER 
NON CONFORMING
People who display non-normative gender 
roles, expressions and identities as defi ned 
by cultural expectations for their sex 
assigned at birth, 

SEXUAL ORIENTATION

Genders of the individuals towards whom 
someone is attracted. The reference point 
for someone’s sexual orientation is gender 
not sex assigned at birth. 

GAY/LESBIAN
Someone who is attracted to their same 
gender. 

STRAIGHT
Someone who is attracted ti a di� erent 
gender. Ex: A trans woman who is attracted 
only to men. 

BISEXUAL
Someone who is attracted to more than one 
gender. Recently, it is prefered to use the 
term pansexual as it doesn’t imply a gender 
binary and it includes trans and nonbinary 
identities.  

QUEER
A reclaimed slur for sexual orientation or 
gender identity outside the norm.

Beyond Sex 
An introduction to terminology on gender, sex and sexual orientation.

even though we all know that psycho-
therapy plus meds is better than meds 
alone.”3

Lifestyle aids, like exercise, are also 
important and should be considered as 
part of the treatment plan, he noted. “I 
tell all my patients, ‘When you’re feeling 
more energetic, when you’re up to it, 
start exercising. Get out of the house, 
take advantage the sunlight.’ They may 
not be able to do it initially. But I plant 
the seed early on and go back to it.”

The therapeutic alliance is key to 
success, Zisook said, and sometimes may 
be overlooked. He shared results from a 
National Institute of Mental Health study 
that found psychiatrists can “augment the 
eff ects” of both the medications as well 
as placebo.4 “Those patients who had the 
best results even with placebo were the 
ones that maximized the nontherapeu-
tic, nonspecifi c factors that are common 
to psychotherapy that’s eff ective, like 
developing a therapeutic alliance: getting 
a trustful, empathetic, and collaborative 
relationship with a patient,” he said. 

“Take advantage of those factors—and 
yourself,” Zisook advised. “This may 
mean spending more than 20 minutes 
with a patient. It may mean seeing 
their family. It may mean talking about 
their life independent of their depres-
sive symptoms. But that relationship is 
critical in helping many of our patients 
get better.” 

Zisook concluded by reminding 
conference attendees of their network of 
support and the importance of engaging 
colleagues as needed. 

“Never worry alone,” he said. “It’s 
always so nice when you’re treating 
people with depression—especially 
difficult to treat depression—to have 
a colleague, other people that you can 
work with, you can consult with, to 
talk about patients. And I’ve always 
found that a critical part of my overall 
practice.” 

References
1. Maj M, Stein DJ, Parker G, et al. The clinical charac-
terization of the adult patient with depression aimed 
at personalization of management. World Psychiatry. 
2020;19(3):269-293. 

2. Rush AJ, Sackeim HA, Conway CR, et al. Clinical re-
search challenges posed by di�  cult-to-treat depression. 
Psychol Med. 2022;52(3):419-432. 

3. Zisook S. 8 key issues in the world of major depressive 
disorder. Psychiatric Times™. 2022;39(7):21-23.

4. McKay KM, Imel ZE, Wampold BE. Psychiatrist e� ects 
in the psychopharmacological treatment of depression. 
J A� ect Disord. 2006;92(2-3):287-290. 

Courtesy of Mackenzie P. Lerario, adapted with permission from: Lerario MP, Rosendale N, Waugh JL, Turban J, Maschi T. 
Functional neurological disorders in sexual and gender minority people. Neurologic Clinics. 2023. In press.



Department of Psychiatry

With the continued growth of our Department of Psychiatry and our New General 
Psychiatry Residency Programs at Ocean Medical Center and Jersey Shore 

University Medical Center our vision for Behavioral Health is Bright.

Hackensack Meridian Health is a 
leading not-for-profit health care 
network in New Jersey offering a 
complete range of medical 
services, innovative research, and 
life-enhancing care aiming to serve 
as a national model for changing 
and simplifying health care delivery 
through partnerships with 
innovative companies and focusing 
on quality and safety. 

Through a partnership between 
Hackensack Meridian Health and 
Seton Hall University, the School of 
Medicine will re-define graduate 
medical education, research, and 
clinical practice; reverse the critical 
physician shortage in both the New 
York/New Jersey metropolitan area 
and the nation; and stimulate 
economic development in northern 
New Jersey.

The School of Medicine will be the 
anchor in the development of a 
comprehensive health sciences 
campus that will also include 
research facilities and biotechnology 
endeavors – all in service of 

educating tomorrow’s doctors, 
discovering novel therapies, and 
facilitating compassionate and 
effective healthcare that will meet 
the ever-changing needs of 
tomorrow’s patients.

The School of Medicine will be the 
cornerstone of a dynamic venue for 
the exchange of ideas, the 
development of healthcare and 
research thought leaders and 
practitioners, and the discovery of 
novel therapies to meet the medical 
challenges of the future.

“Ocean Medical Center’s psychiatry 
program will be a community-based 
program,’’ said Ramon Solhkhah, 
M.D., program director for 
psychiatry as well as founding Chair 
of Psychiatry & Behavioral Health at 
the Hackensack Meridian School of 
Medicine at Seton Hall University. 
“Our new psychiatry residency 
program will improve clinical care 
and ultimately encourage future 
health care leaders to build 
practices in the Jersey Shore area.’’

As the area’s premier provider of psychiatric services, Hackensack 
Meridian Behavioral Health Services has provided comprehensive 

mental health and substance abuse services to the residents of 

Monmouth, Ocean, Middlesex, and Bergen Counties for over forty 

years. Due to continued growth and expansion, we are currently 

accepting applications for Psychiatrists to join our Mental Health and 

Addiction Interdisciplinary Teams in the following positions:

Addiction Medicine: Ocean University Medical Center (Brick, NJ)

Consultation Liaison: Hackensack University Medical Center (Hackensack, NJ

Geriatric Psychiatry: Hackensack University Medical Center (Hackensack, NJ)

Inpatient: Raritan Bay Medical Center (Perth Amboy, NJ)

Medical Director for Adult Inpatient Unit: Riverview Medical Center (Red Bank, NJ)

Outpatient Addiction: Jersey Shore University Medical Center (Neptune, NJ)

Outpatient Child & Adolescent Psychiatrist: Hackensack University Medical Center 

(Hackensack, NJ) and Ocean University Medical Center (Brick, NJ)

Outpatient: Jersey Shore University Medical Center (Neptune,NJ) Ocean University 

Medical Center (Brick, NJ) and Southern Ocean Medical Center - (Manahawkin, NJ)

TelePsychiatry: Fully Remote, full-time opportunities (Work from anywhere!)

allison.vogel@hmhn.org or call: 908-418-8014
www.hackensackmeridianhealth.org

Psychiatrists:
We’re recruiting 
Medical Directors
We invite you to join our team! The California Department 
of State Hospitals (DSH) is the largest forensic mental health 
hospital system in the nation. We’re looking for qualified 
psychiatrists to work as Medical Directors at our locations in 
California.

As a Medical Director at a DSH hospital, you will serve as 
the primary physician leader of the hospital. You’ll have 
the opportunity to oversee clinical practice, diagnostic 
and evaluative activities, treatment programs, and care of 
patients at the facility you’re working at.

DSH offers an outstanding quality of practice; we maintain 
a number of academic partnerships and promote a team-
oriented, collegial working environment. We also offer all 
our psychiatrists a competitive salary, a world-class benefits 
package, and excellent work-life balance.

If you’re interested in this exciting opportunity, email your 
CV to careers@dsh.ca.gov today!

Napa

Coalinga

PattonAtascadero

Metropolitan

(916) 654-2609

careers@dsh.ca.gov

www.dsh.ca.gov

Salary and Benefits

• $323,004 - $383,916/year
• Flexible workweek options may be 

available
• Substantial continuing medical 

education
• Defined-benefit pension (subject to 

Safety Retirement)
• Medical, dental and vision benefits
• Private practice permitted
• Retiree healthcare
• Patient-centric, treatment first 

environment
• Relocation assistance may be available

We’re also hiring for Staff Psychiatry positions- contact us to learn more!
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Books

www.dosmadres.com or Amazon.com

“Psychiatry, Medicine, and 
Poetry mix and mingle in Richard 
Berlin’s poignant reveal of the 
unspoken and unknown parts of a 
healer. This is a magical book all 
healers will take comfort in. Buy 
and treasure. Also the perfect gift 
for a friend or colleague.”

– STEVE BIERMAN, MD

ORDER NOW

FREUD ON MY COUCH
BY RICHARD M. BERLIN, MD

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 

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 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

Hawaii

The University of Hawai’i John A. Burns 
School of Medicine, Department of 

Psychiatry, is recruiting for one part-time 
faculty member.

For a full description of the position, 
please visit the Government job website: 

https://www.schooljobs.com/careers/
hawaiiedu and search for positions: 

#84134T/#84030T

For inquiries, please contact
Anthony Guerrero, MD at 

GuerreroA@dop.hawaii.edu

 EEO/AA Employer.

New Mexico

Exciting Opportunity for Psychiatrists 
in the Beautiful Southwest

San Juan Health Partners in Farmington, 
New Mexico is recruiting one General 

Psychiatrist for primary inpatient 
coverage plus call and one General 
Psychiatrist for primary outpatient 
coverage plus call. Join a caring, 

community hospital in the heart of the 
Four Corners.  

You can look forward to:
•  Compensation range based on years of 

experience
o  Less than two years of experience 

$277,000
o  Two or more years of experience 

$310,000 
•  1:3 call
•  Productivity/quality bonus potential 
•  Lucrative benefit package, including 

retirement
•  Student loan repayment and residency 

stipend
•  Competitive sign on bonus and 

relocation package
•  Quality work/life balance 

San Juan Regional Medical Center is a 
non-profit and community governed 

facility. Farmington offers a temperate 
four-season climate near the Rocky 

Mountains with world-class snow skiing, 
fly fishing, golf, hiking and water sports. 
Easy access to world renowned Santa Fe 
Opera, cultural sites, National Parks and 

monuments. Farmington’s strong sense of 
community and vibrant Southwest culture 

make it a great place to pursue a work-
life balance. 

Contact Terri Smith | 888.282.6591 or 
505.609.6011 (phone) | tsmith@sjrmc.net 

(email) | sanjuanregional.com or 
sjrmcdocs.com

North Carolina

SEEKING FT/PT CHILD & 
ADOLESCENT/ADULT 

PSYCHIATRIST (BE/BC)

to join an established group practice in 
Cary, NC. Out-patient only, fee-for-

service, no managed care, 
multidisciplinary group with C&A/Adult 

psychiatrists and psychologists in a 
family-oriented practice situated in a 

community consistently rated as one of 
the top places to live in the country. 

Minutes from RTP and 3 major 
universities. Flexibility in job, excellent 
collections and benefits. For inquiries 

email CV to Practice Manager 
jgawdi@fppa.com. 

Website: www.fppa.com

Log on to PsychiatricTimes.com/classifieds
to view our extensive list of jobs

Find What You’re
Looking For Now
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Maryland

F/T OR P/T

To work in Nursing home setting.  Very 
flexible hours and good support team.  

Administrative plus clinical work.  Great 
income potential and opportunity to 

become a partner.  Interested candidates 
contact nramesh@pgs-nhcare.com

Missouri

Compass Health Network, is a large     
non-profit health system delivering 

Behavioral Health services in multiple 
settings, both inpatient and outpatient in 
forty-six Missouri counties.  We have 

immediate openings for full and part-time 

Psychiatrists in multiple locations in 
Missouri.  Candidates must have MD or 
DO degree, be ABPN board-certified or 

eligible in Psychiatry and possess or obtain 
a Missouri license. We offer a competitive 

compensation and benefit plan.

Apply online at  
www.compasshealthnetwork.org or send 

your CV to cgrigg@compasshn.org.

Candidates with J-1 or H1-b visa status 
are welcome to apply.  EOE

Pennsylvania

PSYCHIATRISTS
AmeriCare Services is pleased to 

announce excellent full time opportunities 
with our group in several locations 

throughout, Pennsylvania.  The positions 
are inpatient, Monday thru Friday with no 
on-call, weekend, evenings or holidays. 

The compensation is $220.00 per hour.

For confidential consideration call 
610-695-8521 or email:   

KGallagher@AmCareServices.com
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PSYCHIATRISTS
For clinical staff and leadership positions

 
 

 

 

The State of New Jersey is an Equal Opportunity Employer

wellness recovery prevention
laying the foundation for healthy communities, together

Behavioral 
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The State of New Jersey’s Division of Behavioral Health 
Services is seeking motivated Psychiatrists for full-time 
inpatient work in our Joint Commission accredited 
State psychiatric hospitals and forensic center. 
Psychiatrists with management experience are also 
needed to serve as Chiefs of Psychiatry.

Post Certified - $271,182 (3+ years post certification) 
Board Certified - $252,161
Board Eligible - $237,795
•	 Facilities	are	in	close	proximity	to	metropolitan	

centers of New York City and Philadelphia/N.J. Shore
•	 Psychiatrists	work	with	a	multidisciplinary	team
•	 Primary	care	physicians	provide	for	patient’s	physical	

health care
•	 University	affiliations/opportunities	to	work	with	forensic	

fellows and psychiatry residents
•	 On-site	CME	activities	and	paid	CME	leave	time
•	 35	hour	work	week
•	 Generous	compensation	for	voluntary	on-call	available
•	 Private	Practice	Permitted
•	 13	paid	holidays
•	 Generous	medical	and	dental	benefits	and	

retirement	packages	for	full-time	positions

Candidates must possess N.J. 
medical license

The Department of Health welcomes 
J1 Visa/Conrad 30 Program applicants. 
Additionally, the Department participates 
in a variety of State and federal 
workforce development and incentive 
programs ranging from, but not limited to the 
department’s tuition reimbursement program and 
the Federal Student Loan Redemption Program. 
Additional information provided 
upon request.

Send resume to PSTBHS@doh.nj.gov along with identifying 
your hospital of choice and level of certification.

Hospital Locations:
H Greystone Park Psychiatric Hospital      
 Morristown, NJ (Northern NJ)
H Trenton Psychiatric Hospital
 Trenton, NJ (Central NJ)
H Ann Klein Forensic Center
 Trenton, NJ (Central NJ)
H  Special Treatment Unit
 Avenel, NJ (Northern NJ)
H Ancora Psychiatric Hospital
 Hammonton, NJ (Southern NJ)

RETHINK  
CLASSIFIEDS WITH

Jules Leo
(609) 495-4367  •  jleo@mmhgroup.com

Psychiatric Times™ classifieds section and job 

board provides you with the exclusive opportunity 

to promote your products and services directly in 

the mental health space.

Through both digital and print placements on 

our website, eNewsletters and publication, 

you’ll be able to position your offerings to 

leading mental health professionals.

The business side of the medical profession

healthy.
Keep your practice

Explore more at medicaleconomics.com

From the publishers of



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.
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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
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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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