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SDOMH: Time to Walk the Walk
What is the most important issue in 
mental health? In an online Psychiatric 
TimesTM poll, 30.7% of respondents 
felt that social determinants of mental 
health (SDOMH) were the top issue of 
2022. Notably, SDOMH landed on the 
first cover of the year and were a focus 
of discussion during the 2022 American 
Psychiatric Association (APA) Annual 

Meeting in May. Have things changed?
“As we reported in our January article, 

the Royal College of Psychiatrists [United 
Kingdom] has established a funded 
component to address the need for 
better education to address the impact of 
adverse [SDOMH], and in the US both the 
professional organizations for pediatrics 
and family medicine have advocated for 
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Auvelity is a rapid-acting oral antidepressant 
with proven effi cacy at Week 11*

 is a rapid-acting oral antidepressant 

Auvelity uses a new approach to treat MDD that
is different from other oral antidepressants 
approved in more than 60 years1-3†

Explore the difference at 
AuvelityHCP.com

Symptom improvement at Week 1 and 
sustained at Week 6*
•  Patients taking Auvelity had signifi cant change

from baseline in the MADRS total score at Week 6
vs placebo (primary endpoint: LS mean change of 
-12.1 vs -15.9; P=0.002).1,4

Rapid remission starting at Week 2*
•  Signifi cantly more patients achieved remission 

with Auvelity at Week 2 vs placebo (key secondary 
endpoint: 17% (24/142) vs 8% (12/159); P=0.013).4

Demonstrated safety profi le in controlled 
and open-label studies*‡

•  The most common adverse reactions in a 6-week 
study (≥5% and >2x placebo) were: dizziness, 
headache, diarrhea, somnolence, dry mouth,
sexual dysfunction, and hyperhidrosis.1

•  Long-term safety up to 1 year in an open-label
study was consistent with controlled studies.1,5-7

Auvelity is the fi rst and only oral NMDA 
receptor antagonist for MDD1-3

  *GEMINI Phase 3 study evaluated Auvelity vs placebo in 327 patients (N=163 Auvelity and N=164 placebo) with MDD for 6 weeks. N denotes   
 randomized patients. The mITT population, defi ned as all randomized patients who took at least 1 dose of study drug and had at least      
 1 post-baseline assessment, was n=156 Auvelity and n=162 placebo. Key secondary endpoints included change from baseline in MADRS       
 total score at Week 1 (-7.2 Auvelity vs -5.0 placebo; P=0.007) and remission (MADRS total score ≤10) at Week 2. The safety population was  
 n=162 Auvelity and n=164 placebo.  
†The mechanism of action of Auvelity in the treatment of MDD is unclear.
‡COMET Phase 3 safety study assessed Auvelity up to 1 year in 876 MDD patients (roll-over from prior Auvelity studies and newly enrolled). 

 LS=least square; MADRS=Montgomery-Åsberg Depression Rating Scale; mITT=modifi ed intent-to-treat; NMDA=N-methyl-D-aspartate

WARNING: SUICIDAL THOUGHTS AND BEHAVIORS
•  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.

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

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

IMPORTANT SAFETY INFORMATION
Actor Portrayal
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IMPORTANT SAFETY INFORMATION (CONT’D)
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.
Dizziness: Auvelity may cause dizziness. Precautions to reduce the risk of falls should be taken, particularly for patients with 
motor impairment a� ecting 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 a� ect 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.

Auvelity, AXSOME, and its logos are trademarks or registered 
trademarks of Axsome Therapeutics, Inc. or its a�  liates. 
Other trademarks are property of their respective owners. 
© 2022 Axsome Therapeutics, Inc.
All rights reserved. PP-AUV-US-2100009  12/2022

WARNINGS AND PRECAUTIONS (CONT’D)
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 e�  cacy 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 fi nal 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%).
Please see Brief Summary of Prescribing Information on the following pages, 
including Boxed Warning for suicidal thoughts and behaviors.

AUV HCP ISI 08/2022
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IMPORTANT SAFETY INFORMATION (CONT’D)
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.
Dizziness: Auvelity may cause dizziness. Precautions to reduce the risk of falls should be taken, particularly for patients with 
motor impairment a� ecting 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 a� ect 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.

Auvelity, AXSOME, and its logos are trademarks or registered 
trademarks of Axsome Therapeutics, Inc. or its a�  liates. 
Other trademarks are property of their respective owners. 
© 2022 Axsome Therapeutics, Inc.
All rights reserved. PP-AUV-US-2100009  12/2022
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AUVELITY™ (dextromethorphan Hbr-bupropion HCl) extended-release tablets, for oral use
Brief Summary of Prescribing Information 
BEFORE PRESCRIBING AUVELITY, PLEASE SEE FULL PRESCRIBING INFORMATION, INCLUDING 
BOXED WARNING.

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

Adverse Reaction AUVELITY (N=162) 
%

Placebo (N=164) 
%

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

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

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

DRUG INTERACTIONS
Table 3: Clinically Important Drug Interactions with AUVELITY 

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

Drugs Metabolized by CYP2D6
Clinical Impact CYP2D6 Substrates

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

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

Digoxin
Clinical Impact Coadministration of AUVELITY with digoxin may decrease plasma 

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

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

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

Intervention Use caution when administering AUVELITY concomitantly with 
dopaminergic drugs.

Alcohol
Clinical Impact AUVELITY contains bupropion which can increase adverse 

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

treatment with AUVELITY.

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

Adverse Reaction AUVELITY (N=162) 
%

Placebo (N=164) 
%

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

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

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

DRUG INTERACTIONS
Table 3: Clinically Important Drug Interactions with AUVELITY 

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

Drugs Metabolized by CYP2D6
Clinical Impact CYP2D6 Substrates

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

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

Digoxin
Clinical Impact Coadministration of AUVELITY with digoxin may decrease plasma 

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

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

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

Intervention Use caution when administering AUVELITY concomitantly with 
dopaminergic drugs.

Alcohol
Clinical Impact AUVELITY contains bupropion which can increase adverse 

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

treatment with AUVELITY.

USE IN SPECIFIC POPULATIONS
Pregnancy
Pregnancy Exposure Registry
There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed 
to antidepressants, including AUVELITY, during pregnancy. Healthcare providers are 
encouraged to register patients by contacting the National Pregnancy Registry for 
Antidepressants at 1-866-961-2388 or online at: https://womensmentalhealth.org/research/ 
pregnancyregistry/antidepressants/
Risk Summary
Based on animal studies, AUVELITY may cause fetal harm when administered during 
pregnancy. AUVELITY is not recommended during pregnancy. If a female becomes pregnant 
while being treated with AUVELITY, discontinue treatment and counsel the patient about the 
potential risk to a fetus.
Clinical Considerations
Disease-Associated Maternal and/or Embryo/Fetal Risk 
Women who discontinued antidepressants during pregnancy were more likely to experience  
a relapse of major depression than women who continued antidepressants. Consider the risks 
to the mother of untreated depression and potential effects on the fetus when discontinuing 
or changing treatment with antidepressant medications during pregnancy and postpartum.
Lactation
Risk Summary
Because of the potential for neurotoxicity, advise patients that breast-feeding is not 
recommended during treatment with AUVELITY and for 5 days following final dose.
Renal Impairment 
Dosage adjustment of AUVELITY is recommended in patients with moderate renal impairment 
(eGFR 30 to 59 mL/minute/1.73 m2). The pharmacokinetics of AUVELITY have not been 
evaluated in patients with severe renal impairment. AUVELITY is not recommended in patients 
with severe renal impairment (eGFR 15 to 29 mL/minute/1.73 m2).
Hepatic Impairment
No dose adjustment of AUVELITY is recommended in patients with mild (Child-Pugh A) or 
moderate hepatic impairment (Child-Pugh B). The pharmacokinetics of AUVELITY have not 
been evaluated in patients with severe hepatic impairment (Child-Pugh C). AUVELITY is not 
recommended in patients with severe hepatic impairment. 
CYP2D6 Poor Metabolizers
Dosage adjustment is recommended in patients known to be poor CYP2D6 metabolizers 
because these patients have higher dextromethorphan concentrations than extensive/
intermediate CYP2D6 metabolizers. 
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Psychiatric issues continued to take center stage as the world stepped out of 
the depths of the COVID-19 pandemic. Was progress made, or did we stall? 

Psychiatric Times™ looked at some of the most pressing topics in psychiatry 
and mental health care as featured on our covers and asked leaders in the 

field to be the judge. 
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SDOMH: Time to Walk the Walk
What is the most important issue in 
mental health? In an online Psychiatric 
TimesTM poll, 30.7% of respondents 
felt that social determinants of mental 
health (SDOMH) were the top issue of 
2022. Notably, SDOMH landed on the 
first cover of the year and were a focus 
of discussion during the 2022 American 
Psychiatric Association (APA) Annual 

Meeting in May. Have things changed?
“As we reported in our January article, 

the Royal College of Psychiatrists [United 
Kingdom] has established a funded 
component to address the need for 
better education to address the impact of 
adverse [SDOMH], and in the US both the 
professional organizations for pediatrics 
and family medicine have advocated for 
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Leah Kuntz

FROM THE EDITOR
9 Looking Back on 100 

Years Ago
John J. Miller, MD

“Christmas is a season not only of rejoicing but of refl ection.” – Winston Churchill

As the holiday season sets in, many folks think of 
giving and receiving gifts, noshing on treats, and 
enjoying relished vacation time. At Psychiatric 
Times™, we follow Churchill’s notion, and use the 
occasion not only to rejoice but also to refl ect. 

To do so, we reached out to your colleagues who 
contributed to the top stories of the year to assess the 
progress made and the current state of psychiatry. How 
did the fi eld do? It appears that there were some wins, 
yet still much work to be done. 

We also looked inward and considered how well 
we have done in our goal to be the voice of psychiatry 
and the forum for you and your colleagues to share 
insights, explore clinical conundrums, and collabo-
rate to fi nd solutions. Throughout the year, we have 
published hundreds of in-depth, peer-reviewed arti-
cles and commentaries on issues such as treatment 

resistance and adherence, complicated comorbidi-
ties, and innovative treatment strategies via clinical 
articles and videos, columns, conference coverage, 
commentaries, Special Reports, and even continuing 
medical education articles, both in print and online. 

This issue is no exception, and we hope you fi nd 
the last issue of the year to be informative and 
useful from cover to cover. Did we miss anything? 
We always welcome your thoughts! Let us know by 
emailing PTEditor@mmhgroup.com.

In the meantime, as we close out the year and 
celebrate the season, we wish you and yours a happy, 
healthy, and prosperous 2023! 

Mike Hennessy Jr
President and CEO, MJH Life Sciences®

Holiday Cheers and Reflections
Publisher’s Note
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Writing an editorial in December usually 
follows 1 of 2 paths: reviewing the signifi -
cant events of the past 12 months or spec-
ulating on what the new year may bring. 

As I was refl ecting on these options, just for fun, I decided 
to look back 100 years ago at what happened in 1922 and 
see how these events look 100 years later.1 I would like to 
share the events that stood out to me.

January 11, 1922: Insulin is used for the fi rst time to treat 
patients with diabetes.  It is impressive that diabetes has 
been treated with insulin for 100 years. But it is disappoint-
ing that the incidence of type 2 diabetes continues to rise. 
Between 1990 and 2010, the annual incidence of newly 
diagnosed diabetes cases doubled and the prevalence of 
diabetes tripled.2

January 19, 1922: A geological survey states that the US 
will run out of oil in the next 20 years.  Wow! Thank good-
ness that survey turned out to be inaccurate. The magni-
tude of its inaccuracy is remarkable. After a little research, 
I am confi dent to report that at some future date we will, 
in fact, run out of oil. But let’s not wait until this happens 
before we implement alternatives to oil. In the context of 
carbon emissions accelerating climate change, the world 
community needs to greatly accelerate our development of 
renewable energy sources that are not based on fossil fuel. 
Not only will this be healthy for the earth, but it also will 
be essential preventive medicine against increased mental 
health issues that will exponentially increase if we remain 
apathetic about the climate crisis.

February 5, 1922: The fi rst Reader’s Digest magazine is 
published.  I remember seeing this magazine everywhere 
growing up. Where has it gone? It turns out that Read-
er’s Digest is alive and well. As with Psychiatric Times™, 
there continues to be the print issues as well as web access 
to digital content. Psychiatric Times™ has signifi cantly 
increased our web-based material to include regular email 
updates, a diverse collection of web-only content, webcasts, 
continuing medical education (CME) activities, and an 
annual CME conference.

February 27, 1922: The 19th Amendment (women’s right 
to vote) is upheld by the US Supreme Court.  And 100 
years later, the US Supreme Court overturned Roe v Wade
(1973), which guaranteed a constitutional right to abortion.

March 18, 1922: Mahatma Gandhi is sentenced to 6 years 
in prison for disobedience in India.  The British Empire 
clearly had no idea whom they were dealing with. Gandhi’s 
patience, perseverance, and commitment to civil disobedi-

ence led the Indian people to successfully gain India’s 
independence from British rule 25 years later, in 1947.

May 30, 1922: The official dedication of the Lincoln 
Memorial takes place.  This memorial is one of my 
favorites. With the current political tribalism that is 
fracturing our great country, I often ask myself, “What 
would Lincoln do?” Closing my eyes, I can visualize the 
larger-than-life size Abraham Lincoln sitting and looking 
out over the Capitol in his pensive manner. Conflict is 
everywhere. Starting with our medical profession, let’s 
cooperate, work together, and support each other in all 
our various professional roles.

June 24, 1922: Adolf Hitler begins his sentence of 1 month 
in prison. And how diff erent history and the world would 
be if he had remained there.

September 22, 1922: The Cable Act is passed by the US 
Congress.  Also known as the Married Women’s Inde-
pendent Nationality Act, this US law began the process 
to defi ne a women’s national identity as independent 
from the nationality of her husband. After a few addi-
tional amendments, it eventually led to granting women 
independent citizenship.

December 10, 1922: Niels Bohr is awarded the Nobel Prize 
in Physics.  Bohr was awarded this Nobel Prize for his 
research on understanding the structure of atoms, propos-
ing that electrons rotated in stable orbits around the atomic 
nucleus, as well as for his work on quantum theory. After 
World War II, Bohr advocated for international coopera-
tion on nuclear energy.

December 30, 1922: The creation of the USSR is formally 
announced in Moscow.  On this day in 1922, no one could 
foresee the eventual world devolution into the Cold War, 
nor the ultimate dissolution of the USSR in December 1991. 
There is a lesson to be learned here about how quickly a 
world power can rise and fall in such a short period of time.

This concludes my review of signifi cant events that 
occurred 100 years ago. I wish that I could be around in 
2122 to read the list of signifi cant events of this past year. 
Happy holidays to all!

References
1. Twitchen R. A year in history: 1922 timeline. Updated February 26, 2021. 
Accessed November 9, 2022. https://www.historic-newspapers.com/
blog/1922-events/  

2. Rowley WR, Bezold C, Arikan Y, et al. Diabetes 2030: insights from yesterday, 
today, and future trends. Popul Health Manag. 2017;20(1):6-12. 
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urgent and concerted action,” Allan Tasman, MD; 
and Kenneth Thompson, MD, told Psychiatric 
Times™ in revisiting the subject. “These make it 
even more difficult to understand the hesitancy of 
the APA to do anything substantial on this issue.”

Tasman and Thompson shared that the APA 
eventually supported the formation of a SDOMH 
caucus, and the APA Assembly separately formed 
a SDOMH committee. However, the 2 doctors feel 
that these initiatives, although important, do not 
have enough meaningful financial support and 
must rely on the work of volunteer psychiatrists. 

“Lack of attention to the role that adverse social 
determinants play in the etiology and subsequent 
treatment of psychiatric disorders has led to 
insufficient change in our treatment outcomes in 
spite of multiple new medications and psycho-
therapies,” Tasman and Thompson said. 

This topic is sure to remain of utmost impor-
tance to mental health care for years to come. 
Research suggests that addressing poverty, food 
security/nutrition, neighborhood/community 
impacts, trauma, and racism has significant pos-
itive benefits for children and adolescents1; this 
may be a good place upon which to build.  

Psychedelics: A Real Solution? 
On the February cover, and later in a supplement 
to the September issue, psychedelics, the con-
troversial treatment turning heads, took center 
stage. On the one hand, clinicians are eager for a 
promising new treatment. On the other, there is 
some skepticism about a treatment that has its 
roots in drugs of abuse. Thus, data are essential in 
determining psychedelics’ potential place in the 
psychopharmacological armamentarium.  

To support that thirst for information, Psychiatric 
TimesTM also featured psychedelics among the 
many session topics at the 2022 Annual Psychi-
atric TimesTM World CME Conference in August. 
Explained John J. Miller, MD, editor in chief of 
Psychiatric Times™ and cochair of the meeting, 
“We were honored to have 2 experts update us on 
the current status of [the pertinent] trials. David 
B. Yaden, PhD, presented a detailed overview of 
psilocybin’s history and current research sta-
tus. Corine de Boer, MD, PhD, provided a well-
needed overview on MDMA [3,4-methyl enedioxy 
-methamphetamine] and how it is being studied 
in patients with severe posttraumatic stress 
disorder (PTSD).

“Both psilocybin and MDMA are steadily mov-
ing forward in phase 2 and 3 FDA registration 
trials to determine their efficacy and safety for 
various treatments, especially for conditions with 
unmet needs such as treatment resistant depres-
sion and severe PTSD,” Miller added. 

Most recently, a randomized, controlled, double-blind 
phase 2b study showed that a single 25-mg dose 
of psilocybin could improve symptoms in patients 
with treatment-resistant depression.2 

“You can be sure we at Psychiatric Times™ will 
continue to provide timely, accurate, and compre-
hensive updates as these 2 drugs move forward in 
the FDA approval process,” Miller said. 

Stigma: Psychiatrists Are People, Too
Amid the talk of increasing burnout, how do you care 
for yourself? Research shows that clinician reluctance 
to seek mental health care may begin as early as col-
lege and medical school, with 25% to 56% of medical 
students reporting depression and anxiety.3 

Fortunately, there are those taking a stand and fight-
ing the stigma. In the March issue, Jake Goodman, MD, 
opened up about his own mental health. 

“One year ago, I posted about taking medica-
tion for my mental health to millions of people 
online. As a resident doctor, especially one who 
treats mental illness, this was extremely taboo. 
I hope my post was able to move the culture in a 
healthier and more compassionate direction.

“Today, I am still taking medication for my 
mental health. I still go to therapy for my mental 
health. I still have some bad days, but overall my 
mental health is in a really good place. Seeking 
treatment for depression was 
one of the best decisions I’ve 
ever made. Posting about it 
on social media, and letting 
others know that they are not 
alone, is one of my proudest 
moments. After that post, I 
received thousands of mes-
sages and comments from 
people around the world 
thanking me for making them 
feel seen and less alone.

“One year later, I’m still Dr Jake. I’m still a 
resident doctor who treats mental illness, and I 
still take medication for my mental health. By the 
way, I’m still proud of it.”

Much like Goodman, approximately 25% of prac-
ticing physicians in the US have depression.4 But an 
anonymous survey found less than half those who 
reported depressive symptoms sought treatment.4 
By being open and honest not just with patients, but 
with colleagues as well, we can make strides to tamp 
down stigma in the mental health profession. 

Telehealth: Getting Plugged In 
Like it or not, thanks to COVID-19, telehealth is 
here to stay, as we reported in the April issue. 

“As a field, we have to now accept that new skill sets 
have to be developed: one skill set for seeing [patients] 

in person, and one for virtual. The art of psychiatry will 
have to evolve to include a distinction of who would 
benefit from which modality and how/when to switch 
modalities,” said Psychiatric Times™ Editorial Board 
Member Nidal Moukaddam, MD, PhD. 

The highest rates of telehealth visits were 
among patients with Medicaid (29.3%) and 
Medicare (27.4%), Black individuals (26.8%), and 
those earning less than $25,000 a year (26.7%).5 
But is telehealth actually helping underserved 
communities? Moukaddam has doubts.

“I worry this area may be a mixed bag of 
findings,” she said. “There [are] also data that 
indicate individuals with broadband connectivity 
disparities—only a data plan on their phone, no 
home internet—cannot fully benefit from virtual 
services because access is not guaranteed.”

War and Trauma: The Ripple Effect 
On February 24, 2022, Russia invaded Ukraine, 
causing a worldwide ripple effect of mental health 
trauma as Ukrainians chose to seek refuge abroad 
or stay to defend their home. In September, the 
United Nations Human Rights Monitoring Mission 
reported that 14,059 civilians had been killed or 
injured since the invasion, although numbers are 
predicted to be much higher.6 

Peter Kowalski, MD, reported to us from the 
front lines for the May cover. Here is the update 
he shared exclusively with Psychiatric Times™: 

“The horror waged by Russia against Ukraine 
continues. Ukraine pushed the Russians out of 
Kherson, the gateway to lands that Russia claims. 
The president of Ukraine asserted ‘this is the begin-

ning of the end’ of the war. But 
this war is not over. Putin threat-
ens nukes. Winter is here, and 
the brutal wind slices through 
the broken plain. Fuel and food 
are scarce. Refugees may need to 
leave their homes again.” 

Although some volunteers 
have moved on, they have not 
forgotten what they saw in 
Ukraine. War grinds a people 
down. This should not be hap-

pening in the 21st century. Coordinated mental 
health care is mandatory after the bullets stop fly-
ing. As mental health professionals, we can lend 
expertise and assistance to help put a shattered 
country together again,” Kowalski said.

“The world continues to engage in multiple 
armed conflicts with dire consequences in 
places like Ukraine, Yemen, Syria, Burma, 
and the Middle East,” Omar Reda, MD, 
told Psychiatric Times™. “I refuse to preach 
despair, though; I remain full of hope and I am 
a strong believer that humans can hurt and also 
heal each other… We psychiatrists should strive 
to be the source of light and hope for everyone 
around us, starting with those we love, and 
not forgetting to nurse our own wounds in the 
process of healing others.”

TABLE. Top Critical Issues  
in Psychiatry According to  
a Psychiatric TimesTM Survey
  Children’s mental health

  Suicide prevention

  Political divisiveness

  Burnout

From the Cover

Assessing 2022
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Competitive Sports: Are the Kids OK? 
With young athletes admitting mental fatigue 
(or worse) during the 2022 Winter Olympics, in 
Beijing, China, all eyes turned to the field of youth 
competitive sports. 

In June, new research indicated the type of sport 
may affect a child’s mental state. The more intense 
the sport, the bigger the mental health impact. 
Hoffmann et al published results on the association 
between sports participation and mental health 
difficulties among US youth.7 Although they found 
that those who participated in team sports had fewer 
mental health problems than those who did not par-
ticipate, youth involved with individual sports were 
more likely to have mental health problems such as 
increased anxiety, depression, withdrawal, social 
problems, and attentional problems. 

“Unlike in team sports, an athlete who competes 
in individual sport is constantly faced with the 
realization that they are solely responsible for suc-
cess or failure. This can take a toll on one’s mental 
health, particularly at a young age if one has not yet 
developed the coping skills to deal with this type 
of pressure or if one is not receiving the necessary 
support from others to manage the situation,” Matt 
D. Hoffmann, PhD, told Psychiatric Times™. 

Fortunately, the pleas for help have not gone 
entirely unanswered. Large athletic groups may 
be taking the first steps to combat this issue. 
In October, USA Gymnastics unveiled a new 
program that expands mental health coverage for 
athletes and coaches alike. Eight annual mental 
health provider visits will be covered for eligible 
national team members, and eligible coaches will 
be covered for 4 visits. Although the previous 
program provided mental health services during 
events such as training camps or meets, the new 
model will reimburse athletes/coaches up to $125 
per visit when they return home.8 

Suicide Hotline: Calling for Help
Three digits had the mental health care com-
munity talking this year: 988. The new toll-free 
dialing code, which routes callers to the National 
Suicide Prevention Lifeline (now known as the 
988 Suicide & Crisis Lifeline) has been active since 
July. Although there was a lot of trepidation at its 
rollout, how has it worked so far? 

According to data from the US Department of 
Health and Human Services, there was a 45% 
increase in overall usage volume and 152,000 more 
calls, chats, and texts answered compared with 
August 2021. Furthermore, the average answer 
speed across all contacts decreased from 2.5 min-
utes to 42 seconds.9 Despite these increases, data 
also indicate overall contacts are slowing slightly; 
phone calls fell by 7% the following month.10 

Could this be due to a lack of awareness? Results 
of a recent survey of 2000 US adults found 56% 
reported they had heard “nothing at all” about 988.11 

Adding insult to injury, there have been a few 
viral social media posts warning not to call 988. 
Why? Posters listed potential police involvement, 
involuntary treatment in emergency depart-
ments/psychiatric hospitals, and the possible 
emotional and financial toll.12 

Shootings: Perception and Prevention 
Since our August issue, at least 12 more school 
shootings have occurred in the US.13 The violence of 
school shooters persists, as has the media’s errone-
ous focus on “psychopathological” shooters.14 

“There is a common misperception that has 
been perpetuated by the mainstream media that 
mental illness is the primary, if not sole, factor 
in mass shootings. It is a very simplistic way of 
looking at a complex problem,” Alan D. Blotcky, 
PhD, exclusively told Psychiatric TimesTM. “The 
truth is that mass shootings are a complicated, 
multifactorial problem that is not easily described 
or researched, much less understood by the 
citizenry. What is crystal clear is that very few 
mass shooters have a major mental illness, such 
as schizophrenia.”

Blotcky does believe, however, that shooters 
are more likely to have externalizing disorders (ie, 
antisocial personality, substance use, and other 
impulsive and aggressive disorders). According 
to a 2-stage study from 2021, 10.1% to 24.3% of 
students met criteria for an externalizing disor-
der.15 “In my opinion, the obsession with mental 
illness as the culprit in mass shootings is a way 
of avoiding the harsh reality that firearms are too 
plentiful and too easily obtained,” Blotcky added.

Perhaps the bigger discussion should fall on 
prevention, and some progress has been made. 
In June 2022, President Joe Biden signed into 
law the first major gun safety legislation passed 
in decades, which includes funding for school 
safety. California, New York, and other states also 
have passed new laws to regulate untraceable 
ghost guns and strengthen background checks.16 
According to an early 2022 study, such legislation 
might reduce gun deaths, as states with weaker 
gun laws had higher rates of homicides, suicides, 
and accidental killings using a gun.17 

Moving Forward
Overall, the experts seem to agree that psychiatry 
has made steps toward dealing with the issues 
in 2022, but more needs to be done. Psychiatric 
TimesTM readers seem to agree, according to 
results of a recent online survey (Table). 

In addition, there are ongoing factors, such 

as prior authorization and managed care strug-
gles, the debate over how to address incomplete 
recovery and residual symptoms, and the need for 
additional resources and clinicians. 

How will 2023 fare? 
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We want to hear from you! Was progress made in psychiatry in 2022? What story was most impactful to you?  
What are some lingering issues you want to see addressed? Write to us at PTEditor@mmhgroup.com
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Brian Miller, MD, PhD, MPH

CASE VIGNETTE  “Mr Charles” is a 34-year-old Caucasian male with a 16-year history of schizophrenia. 
He has been on clozapine since he was 21 years old, and he currently takes 400 mg at bedtime. He previously 
took up to 500 mg of clozapine, but the dose was reduced due to excessive sedation. He also takes 3 mg of 
risperidone daily and 200 mg of lamotrigine twice daily. He previously had significant persecutory delusions 
and associated auditory hallucinations, which largely resolved with clozapine. He also has chronic, enduring 
negative symptoms. 

Both Mr Charles and his parents report very few outside interests and no friends outside of family mem-
bers. His affect is chronically restricted. He has stated that he has no motivation and has a diminished sense of 
purpose. He does not have any social drive. He attends adequately to his activities of daily living, but impaired 
hygiene was a problem in the past. He has not had any significant clinical improvement with trials of adjunctive 
lumateperone, minocycline, topiramate, celecoxib, oxytocin, or doxycycline. His parents inquire about a trial of 
adjunctive N-acetylcysteine (NAC). As his psychiatrist, how would you advise this patient and his family?

Currently, there are no approved pharma-
cologic agents for the treatment of negative 
symptoms associated with schizophrenia, which 
contribute to impaired quality of life and func-
tioning.1 Clozapine is the gold-standard anti-
psychotic for treatment-resistant psychosis, but 
approximately 40% of patients do not respond 
to it.2 There is limited evidence for augmenting 
agents that improve residual negative symptoms 
in clozapine nonresponders.3,4 

NAC is a glutathione (GSH) precursor that 
modulates glutamate and dopamine and reduces 
oxidative stress and inflammation.5 There is evi-
dence for decreased GSH levels in schizophrenia in 
cerebrospinal fluid and MRI studies.6,7 One previous 
24-week study of NAC in schizophrenia found a 
significant effect, especially for negative symptoms.6 
In that study, approximately half of participants 
treated with NAC were taking clozapine. There is 
also evidence from a meta-analysis for a large effect 
of NAC on negative symptoms in schizophrenia.8

The Current Study
Neill et al performed a 52-week randomized, 
placebo-controlled trial in 4 Australian cities of 
NAC in patients stabilized on clozapine but with 
residual symptoms.9 Participants were allocated 
to 2 g/day NAC or placebo (2 capsules twice 
daily) and assessed at 0, 8, 24, and 52 weeks. 
Inclusion criteria were DSM-5 schizophrenia or 
schizoaffective disorder, aged 18 to 65 years, on a 
stable dose of clozapine for at least 6 months with 
a blood level of greater than 350 µg/L, and 
residual symptoms (a score of > 4 on 2 or more 
PANSS negative scale items or PANSS total score 
≥ 60). Exclusion criteria were current treatment 

with NAC; allergy to NAC; currently taking nitro-
glycerin, Aralen, or selenium; diabetes mellitus; 
history of autoimmune disorder, gastrointestinal 
ulcer, or kidney stones; and pregnancy or not 
using adequate contraception.

The primary outcome measure was change in 
the PANSS negative subscale. Secondary out-
comes included PANSS positive and general 
symptoms, quality of life (Manchester Short 
Assessment), and mood (Calgary Depression 
Scale for schizophrenia and PANSS depression 
subscale). Cognition was assessed using the 
MATRICS Consensus Cognitive Battery. Data 
were analyzed using mixed-model repeated-mea-
sures analysis, controlling for PANSS positive and 
depression subscale scores.

The authors randomly assigned 85 participants 
(42 to NAC and 43 to placebo). There were no 
significant differences between the groups on 
baseline clinical and demographic variables. The 
mean subject age was 40 years, and 72% of sub-
jects were male. The completion rate was 85% at 8 
weeks, 71% at 24 weeks, and 48% at 52 weeks, and 
similar between groups. Clinic site was included as 
a covariate in the analyses, due to different attrition 
rates and number of prescribed medications at the 
sites. Although there was a significant time effect on 
improvement in negative symptoms, there was no 
significant group x time interaction (P = .62). NAC 
did not significantly improve cognition (global or 
domain scores) or quality of life at any time point. 
There was some evidence for improvements in 
depression with NAC, although the association was 
no longer significant after removing patients with 
changes in clozapine dose. There was no significant 
increase in adverse effects over the trial with NAC.

Study Conclusions
The authors performed the first randomized 
controlled trial of NAC for patients with clozap-
ine-resistant schizophrenia. Although there was 
no difference in adverse effect burden, they did 
not find any efficacy of this adjunctive agent over 
52 weeks. There was exploratory evidence for 
improvement in depression with NAC, although 
this finding warrants investigation in a group 
enriched for depressive symptoms. Study limita-
tions included lower-than-expected recruitment 
and potential underdosing of NAC (a previous 
trial investigated 3.6 g/day).

The Bottom Line
This study did not support the efficacy of NAC for 
negative symptoms in clozapine-resistant patients 
with schizophrenia.

Dr Miller is a professor in the Department of Psychiatry 
and Health Behavior at Augusta University in Georgia. He 
is on the Editorial Board and serves as the schizophrenia 
section chief for Psychiatric TimesTM. He reports that 
he receives research support from Augusta University, 
the National Institute of Mental Health, and the Stanley 
Medical Research Institute.
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DEMENTIA SPECIAL REPORT

Exploring the New Era of Hope and 
Possibilities for Patients With Dementia

were admittedly modest. We would point to such features 
as temporarily delaying the progression of the disease or 
delaying nursing home admission as markers of success. 
To be sure, we are still in the nascent stages of developing 
treatments. However, our armamentarium is steadily grow-
ing. Various agents are proving successful in managing agi-
tation with limited adverse events. Unique mechanisms of 
action are being considered that would have been difficult 
to imagine just a few years ago. What’s more, neuro protec-
tion and disease-modifying treatments no longer seem as 
elusive as they once did. These new treatments are target-
ing the underlying pathophysiology of some dementias, the 
deposition of amyloid in the brain. We are moving from 
symptomatic treatments to disease-modifying treatments.

There are many creative and motivated individuals 
working in this space. Of course, the aging of our popu-
lation demands nothing less. As we review the history of 
this field, we can see the benefits of tenacity in the face of 
overwhelming challenges. We can also see that consistent 
incremental changes have now brought us to a very exciting 
era of possibilities and hope for patients. I look forward to 
a time when we can begin to target prevention as well.

Dr Capote is medical director of the Division of Neuropsychiatry at 
Dent Neurologic Institute in Amherst, New York, and medical direc-
tor of addiction services at BryLin Hospital in Buffalo, New York.  He 
is also the Neuropsychiatry Section Editor for Psychiatric Times.TM 

Horacio A. Capote, MD

One of the benefits of having worked in a field for a long 
time is you gain perspective. That has certainly been the 
case for my clinical experiences in treating patients with 
dementia. Early on, the diagnosis was a challenge. Neuro-
degeneration starts early and progresses before any clinical 
signs are evident. The average patient with dementia is in 
the moderate stage before they receive a diagnosis. In the 
past, it became important to identify earlier stages such as 
mild cognitive impairment. Today, we see discussions of 
prodromal phases prior to that. This change has resulted in 
the ability to recruit research participants for studies that 
will lead to meaningful treatments.

On a parallel path, the diagnostic technology has made 
considerable progress. CT scanning was useful in showing 
gross cerebral volume atrophy but was not particularly 
nuanced. MRI technology, particularly the more powerful 
3T MRI, can show a great deal more. We now regularly 
quantify hippocampal volumes as we delineate the degree 
of neurodegeneration in key parts of the brain. Func-
tional MRI and PET scanning allow us to probe the brain 
in action and discover how its parts relate to each other. 
Biomarkers have been another burgeoning area of both 
diagnostic and functional significance.

Not surprisingly, treatment has evolved over time as 
well. Initial expectations with cholinesterase inhibitors 

To be sure, we 
are still in the 

nascent stages 
of developing 
treatments. 

However, our 
armamentarium 

is steadily  
growing.
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Nonaffective Psychosis 
May Represent Modifiable 
Risk Factor for Dementia
Leah Kuntz 

Individuals with nonaffec-
tive psychotic disorders are 
2.5 times more likely than 
those without a nonaffective 

psychotic disorder to eventually 
develop dementia, representing a 
new avenue of modifiable risk, new 
research data show.1

In the first high-quality system-
atic review looking at a range of 
psychotic disorders and their associ-
ation with dementia risk, investiga-
tors gathered data from close to 13 
million participants from 11 studies 
in 9 countries. The population of 
interest included adults 18 years 
or older with a clinical diagnosis 
of nonaffective psychosis based 
on ICD criteria. Results indicated 
that psychotic disorders may have 
a stronger link with dementia than 
other mental health disorders such 
as depression or anxiety. Studies of 
patients with typical and late-onset 
psychotic disorders, those with a 

higher percentage of women, 
and those with a younger 

minimum age at baseline 
showed the strongest 
associations. As such, the 

study authors wrote, “Our 
narrative synthesis pro-
vided some evidence that 
people with psychotic 

disorders tended to be 
younger at dementia diag-

nosis and that the association 
between psychotic disorders 
and dementia was stronger 
when the interval between 

the 2 diagnoses was shorter.”1

Despite speculating that 
antipsychotics may have a 
role in the development of 
dementia, the investigators 
only found 2 studies explor-
ing this link. Moreover, 
those studies showed mixed 
results. One found a protec-
tive effect; the other found an 
increased risk associated with 
second-generation antipsychot-
ics but a protective effect for 

first-generation antipsychotics.
“Cognitive impairment and hallu-

cinations can be symptoms of both 
dementia and psychotic disorders, 
so it is possible there could be a 
link between the 2 illnesses. This 
impairment could also limit people’s 
cognitive reserve, and increase their 
vulnerability to dementia symp-
toms,” said lead author Sara El 
Miniawi, MSc, of University College 
London in England.2 

Regardless of the age at which an 
individual first develops a mental ill-
ness, those with psychotic disorders 
are at a higher risk of dementia later 
in life. Additionally, individuals 
with a psychotic disorder tend to be 
younger than average at dementia 
diagnosis, as young as their 60s.

Previous research indicated that 
40% of dementia cases could be 
prevented or delayed by targeting 
risk factors across the life span. This 
study’s findings added to the list of 
modifiable risk factors for dementia. 

“People with psychotic disorders 
are more likely to have other health 
conditions such as cardiovascu-
lar disease or obesity, which can 
increase the risk of dementia, while 
they are also more likely to have 
a poor diet, smoke, or use drugs, 
which may harm their health in 
ways that could increase their likeli-
hood of developing dementia,” said 
Vasiliki Orgeta, PhD, an associate 
professor at the Division of Psychi-
atry, Faculty of Brain Sciences, at 
University College London.2 

The investigators were not able 
to determine if effective treat-
ment for psychotic disorders could 
mitigate the dementia risk, or if 
antipsychotic medication could be 
a factor, as there was limited and 
conflicting evidence.
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DEMENTIA IN THE NEWS
Research Identifies 
Promising Treatment 
for Alzheimer Disease, 
Other Cognitive Disorders
Erin O’Brien

 

Intranasal (IN) administration of an oxytocin derivative to the 
brain may be an effective treatment for Alzheimer disease and 
other cognitive disorders, according to a new study.

 Leveraging previous research suggesting that introducing 
cell-penetrating peptides (CPPs) and a penetration-accelerating 
sequence (PAS) via structural modifications can benefit the nose-
to-brain delivery pathway, the investigators created the oxytocin 
derivative PAS-CPPs-oxytocin. Their aim was to see if IN administra-
tion of this oxytocin derivative would help improve cognitive function 
in mice similarly to the more invasive intracerebroventricular (ICV) 
administration method.1

“We have previously shown that oxytocin reverses amyloid-β 
peptide (25-35) (Aβ25-35)-induced impairment of synaptic plasticity in 
rodents,” said corresponding author Jun-Ichiro Oka, PhD, in a press 
release. “We wanted to see if PAS-CPPs-oxytocin could be delivered 
more efficiently to the mouse brain for clinical application, and if it 
improved cognitive functional behavior in mice.”2

The investigators conducted Y-maze and Morris water maze 
(MWM) tests and found that ICV administration of 
oxytocin showed memory-improving effects on the 
Aβ25–35-induced amnesia in both tests, while IN 
administration of the oxytocin derivative showed 
memory-improving effects in the Y-maze test. The 
investigators also found evidence that, following 
its IN administration, the fluorescein iso-
thiocyanate-labeled oxytocin derivative was 
distributed throughout the brain.1

 “My team is the first to show that the 
oxytocin derivative can improve the 
Aβ25-35-induced memory impairment 
in mice,” Oka said in a press release. 
“This suggests that oxytocin may help 
reduce the cognitive decline we see in 
Alzheimer disease.”2

 Oka, professor emeritus from Tokyo 
University of Science, further clarified 
that these findings are clinically useful 
because “the oxytocin derivative enters 
the brain more efficiently. Furthermore, 
since IN delivery is a noninvasive proce-
dure, this modified version of the hormone 
could potentially be a clinically viable treat-
ment for Alzheimer disease.”2
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The Importance of Cherishing 
the Older Adults in Your Life

DEMENTIA

Omar Reda, MD

On my latest fl ight home, I sat next to a mid-
dle-aged woman and her father. Her father 
seemed to be struggling with some form of 
cognitive impairment—possibly dementia. I was 
very impressed with how throughout the 2.5-
hour fl ight the woman was quite attentive to her 
father’s every need and kept him engaged and 
entertained. She did that by asking questions 
and sharing pictures stored on her phone that 
seemed to fi ll his soul with joy.

Very few of us pay attention to our parents 
when they grow older, especially those with 
dementia. We often take them for granted or 
get easily frustrated with them. Some of us even 
abandon them and then we wish for a diff erent 
outcome when they are no longer with us.

My mother died in 2016. She had received a 
diagnosis of dementia during the ugly civil war 
in my home country, Libya. I do strongly believe 
that her memory quickly deteriorated because 
of the many times her heart broke losing loved 
ones to that confl ict. I was lucky to spend the 
last week of her life with her; I was holding 

her hand when she passed. She might have not 
remembered who I was, but I know deep in 
my heart that she felt I was there. I would have 
never had it any other way.

My grandfather also developed severe demen-
tia. I remember him passing by my grand-
mother’s room—she died before he did—and 
asking, “Where is the lady who used to be here?”

Maybe I am projecting my own fears about 
this ugly disease since both my mother and her 
father died of dementia-related complications. 
There is nothing I can do right now to change 
my genes or reduce my risk, but a few things I 
will do and encourage you to refl ect on if one or 
both of your parents are still alive are listed in 
the Table.

Dementia is a mental health condition that 
can make or break families. Remember that 
behind the diffi  cult behavior is your loved 
one—a human who deserves to be found, held, 
comforted, and tended to with the utmost love 
and compassion.

Dr Reda is a psychiatrist in Colorado. He is the author 
of The Wounded Healer: The Pain and Joy of Caregiving.

On Transience
-an essay by Sigmund Freud

Richard M. Berlin, MD

I. 
2021: Browsing

For no particular reason
I lift my dusty volume of Freud’s
Standard Edition from a shelf, 
pages falling open to a choir
of dark suited men surrounding 
their seated Master. Cigar in hand 
he considers the abstract 
distance as if reading credits 
from the end of a silent fi lm 
starring himself as The Psychoanalyst,
featuring Otto Rank, Karl Abraham, 
and James Strachey as The Disciples,
with Anna Freud as The Analysand. 
Remembering the essay from my early
days in training, I fl ip to On Transience.

II.
1915: First Publication

In the essay’s three elegant pages 
we walk with Freud, his taciturn friend, 
and a famous young poet who fi nds 
summer’s beauty to be disturbing and sad
because he knows August ends in death 
and decay, Freud responding empathically, 
noting the poet’s enjoyment of beauty 
and his mind’s revolt against the pain 
of loss. And to explain the poet’s sadness, 
Freud breaks new ground with a theory 
of mourning and melancholia where 
libido is diverted from the ego on to objects 
which are thus in a sense taken into our ego,
psychodynamic jargon that dizzies me 
like a Zen koan. Six decades later,
when I struggle to unpack Freud’s terms 
for psych residents, they only give me grief. 

III. 
1980: DSM-III

The Freudians’ summer fades into fall, 
and authority decays when the third
Diagnostic and Statistical Manual 
of Mental Disorders discards their term

neurosis and creates a catalog of disorders. 
Young men with slide shows and loosened ties
call themselves psychopharmacologists 
and compete with psychoanalysts for leadership, 
their theories of “chemical imbalance”
and neurotransmitters raising hope for cures
of schizophrenia, depression, and anxiety. 
Psychotherapy devalued, Fifty Minute Hours 
morph into Fifteen Minute Med Checks. 

IV. 
2022:  Psychodynamic Psychopharmacology

Decades after ego and objects faded
from our jargon, I open a newsletter
and study the criteria for DSM-5’s 
freshly minted Prolonged Grief Disorder.
And when I turn the page, I’m greeted
by a photo of a smiling young psychiatrist 
on a mission to connect twelve hundred 
early career colleagues with senior mentors 
to learn old school principles like transference 
and resistance, eager to integrate medication 
management with psychotherapy, an approach 
they call psychodynamic psychopharmacology. 
Behind his couch, Freud senses summer’s 
return, draws a pu� , fl icks the ash, smiles
as he studies his undying ember.

Poetry of the Times

COMMENTARY

TABLE. Suggestions for Caregivers 
1. Enjoy the moment. Even if your loved one does not 
have factual memories, create emotional memories 
for and with them through moments of bonding, care, 
and tenderness.

2. Repair any damage in your relationship. Heal old 
wounds if there is room for healing. Forgive old ruptures 
if you can.

3. Focus on your spouse and children. Be emotionally 
available for them so together you create long-lasting 
memories that they can cherish when they miss you.

4. Refuse the dysfunctional status quo. There is noth-
ing normal about family breakdown.

5. Show respect, love, and compassion to the older 
people in your life and those around you. Not only your 
parents, but also your grandparents, uncles, aunts, older 
siblings and relatives, neighbors, and all older individuals 
in your community. The global COVID-19 pandemic 
showed us how painful isolation is. The best cure for 
loneliness is to build bridges and be a source of safety 
and solace for others.

6. Do not forget to take care of yourself. Caregiving 
can bring joy but can also lead to burnout if you neglect 
your own needs and boundaries.

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.  
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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.
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“P atients aren’t going to do 
things unless there is some-
thing that motivates them,” 
Amber Hoberg, MSN, APRN, 

PMHNP-BC, said during a presentation at the 
2022 Neuroscience Education Institute Con-
gress in November. In the presentation, Hoberg 
and Leslie Citrome, MD, MPH, discussed how 
motivational interviewing (MI) lets patients 
with schizophrenia and their families share in 
the decision-making process of determining 
treatment goals and helps clinicians communi-
cate with patients in an empathetic manner that 
encourages adherence.

Citrome and Hoberg acknowledged that there 
are barriers to positive outcomes for both patients 
and clinicians. Barriers for patients include 
communication difficulties, cognitive and other 
adverse events associated with treatment, and 
stigma of schizophrenia. Barriers for clinicians 
include underestimation of the importance of the 
therapeutic relationship, conveyance of hope-
lessness to the patient, and lack of interest in 
the patient’s life goals and other issues that are 
important to the patient.

“We need to address these barriers in a system-
atic way,” said Citrome, who is a clinical professor 
in the New York Medical College Department 
of Psychiatry in Valhalla. Citrome and Hoberg 
also shared that, according to research, 91% of 
patients with serious mental illness want to be 
involved in decisions about their care; 67% of 
treatment decisions involving oral antipsychotics 

were made without the input of either the patient 
or their care partner; and long-acting injectables 
(LAIs) were not discussed with 50% of patients 
who were taking oral antipsychotics, but more 
than half of patients agreed to start LAIs after 
discussing them with their clinician. According 
to Citrome and Hoberg, this demonstrates the 
importance of building the therapeutic alliance 
through shared decision-making.

“This is very important when you’re talking to 
any patient with mental illness, but particularly 
schizophrenia patients because they want to trust 
you and part of that trusting thing is develop-
ing that relationship with your patients,” said 
Hoberg, who is a nurse practitioner with Morning 
Star Family Medicine in Floresville, Texas.

Citrome and Hoberg stated that MI is a very 
important tool for clinicians, particularly when 
working with patients with schizophrenia and 
other serious mental illnesses. Defined as a 
collaborative conversation style for strengthen-
ing the patient’s motivation and commitment to 
change, MI “is really part of modern medicine 
today,” Citrome said, adding that “it means we do 
something with someone—not for or to them.”

“The whole goal of motivational interviewing is 
to help the patients change” Hoberg said. “Ambiv-
alence is normal with patients, but what we’re try-
ing to do is get them to that other side, using their 
ability to set their goals and make those decisions 
for themselves.”

Citrome and Hoberg shared that clinicians can 
effectively incorporate MI into their work with 

patients by asking open-ended questions and 
using reflective listening’s acronym RULE, which 
suggests clinicians:

  resist making too many suggestions,

  understand the patient’s motivation,

  listen with a patient-centered empathetic 

approach, and

  empower the patient.

Open-ended questions and an empathetic 
approach are vital to positive outcomes, accord-
ing to Citrome and Hoberg. “The way we’re coun-
seling can either increase or decrease the effec-
tiveness of what we’re doing with our patients,” 
Hoberg said. “You want to think of it like knobs 
on a radio. If you’re being very punitive, very 
confrontational, very negative in your approach, 
your patients are going to turn you off, and 
they’re really not going to want to listen, and their 
barriers and their walls are going to go up. But if 
we use open-ended questions, we start to listen 
to our patients and we reflect back what we’re 
hearing. The knob is going to be turned up and 
they’re really willing to engage with you and have 
that motivation to change.”

Citrome and Hoberg also shared 5 questions for 
clinicians to consider when incorporating MI into 
their work with patients:
1. Why would you want to make this change? 
2. How might you go about it in order to succeed? 
3. What are the 3 best reasons to do it? 
4. How important is it for you to make this change, 
and why? 
5. What do you think you will do? 

“The most important thing you can do is ask 
open-ended questions,” Hoberg concluded.—EAO

Motivational Interviewing Benefits 
Patients With Schizophrenia

Psychopharmacology Conference 
Offers New Research, Prescribing Tips

Erin O’Brien; Heidi Anne Duerr, MPH; Leah Kuntz 

The 2022 Neuroscience Education Institute (NEI) Congress, a psychopharmacology conference for mental health 

clinicians, provided clinical updates and reviews on several important topics in psychiatry. Held November 9 to 12 in 

Colorado Springs, Colorado, the conference was attended virtually and in person. If you were unable to attend,  do not 

worry—Psychiatric Times™ has you covered. (Additional conference coverage can be found at psychiatrictimes.com.)
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Conference Coverage

Writing for Empowerment
Jasmine Zapata, MD, is a clinician and author of the Beyond 

Beautiful books, a series offering mental health guidance to young 

women and girls. She joins Wellbeing Checkup™ to discuss her best 

practices for overall well-being.  medicalworldnews.com/view/
wellbeing-checkup-beyond-beautiful

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

“Unfortunately, in the great majority of people, 
both bipolar I disorder and bipolar II disorder—
especially bipolar II disorder—are not detected 
in a timely fashion,” said Roger S. McIntyre, MD, 
FRCPC, who discussed the major differences 
between bipolar I and bipolar II disorder in a 
presentation at the 2022 Neuroscience Educa-
tion Institute (NEI) Congress in November. The 
aim of the presentation was to identify 
differences in the clinical presentation 
and diagnostic criteria associated with 
each disorder and to determine the most 
effective pharmacologic treatments for 
each one.

According to McIntyre, head of the 
Mood Disorders Psychopharmacology 
Unit and a professor of psychiatry and 
pharmacology at the University Health 
Network in Toronto, Canada, misdiagnosis 
and underdiagnosis are very common in patients 
with bipolar I and II disorders, as these patients 
are often diagnosed with other disorders such 
as depression and schizophrenia. McIntyre also 
holds additional professorships at Guangzhou 
Medical University in China; Korea University 
College of Medicine in Seoul; SUNY Upstate 
Medical University in Syracuse, New York; and 
the University of California School of Medicine 
in Riverside.

“When they come to our office, patients 
often present with low-grade depression and 
anxiety. They can’t sleep, they can’t focus, 
and often they come to us as well with a 
sense of no purpose and functional impair-
ment,” McIntyre told conference attendees, 

noting that depression in particular may be 
an adverse event or comorbidity that can 
lead to misdiagnoses. 

“The more the patient presents with depres-
sion, the more likely we are to miss the diagnosis 
because major depressive disorder [MDD] is 
all depression, bipolar II disorder is very much 
depression, and bipolar I is also predominant 

depression but less than bipolar II,” added 
McIntyre, who also is chair and executive direc-
tor of the Brain and Cognition Discovery Foun-
dation and director and chair of the Depres-
sion and Bipolar Support Alliance Scientific 
Advisory Board.

Bipolar disorder has the highest rates of 
comorbidity, according to McIntyre, with 
bipolar I being closer genetically to schizo-
phrenia and bipolar II being closer genetically 
to MDD. Childhood trauma can also influence 
onset and presentation of both types of bipolar 
disorder. Generally, the greater the degree of 
trauma, the earlier the age of onset will occur 
and the greater the earlier severity of presenta-
tion. Trauma also can contribute to additional 

comorbidities such as substance use, higher 
rates of suicide, and cognitive impairment. In 
terms of cognitive impairment, McIntyre stated 
that the more episodes of illness a patient expe-
riences, the higher the quantitative reduction in 
brain volume.

To avoid common misdiagnoses, McIntyre 
suggested that clinicians be aware of the 4 A’s: 

anxiety, agitation, anger/irritability, and 
attention-deficit/hyperactivity disorder 
(ADHD). “When a patient comes to my 
office, and they’re depressed, and the 
patient says to me, ‘Dr McIntyre, I am 
depressed. My life sucks and I’ve got 
anxiety. I’ve got agitation. I’m angry as 
hell, and I’ve got ADHD. I need Adderall’…
this indicates to me that this [patient] 
could have hypomania and mixed fea-
tures as they’re described in the DSM to 

represent hypomanic symptoms when someone’s 
depressed,” McIntyre said.

McIntyre also provided an updated list of 
medications approved by the US Food & Drug 
Administration (FDA) that are reportedly effi-
cacious across the phases of bipolar disorder. 
FDA-approved medications for acute bipolar 
depression include cariprazine, lumateperone 
(Caplyta), lurasidone (Latuda), and quetiapine 
(Seroquel). FDA-approved medications for acute 
mania include lithium, carbamazepine, aripip-
razole, and olanzapine samidorphan (Lybalvi). 
And for maintenance, FDA-approved medica-
tions include asenapine, lamotrigine, quetiapine 
(adjunctive), and risperidone (long-acting 
injectable; Risperdal).—EAO

Exploring the Major Differences in 
Presentation and Management of  
Bipolar I and II

“They can’t sleep, they 
can’t focus, and often they 
come to us as well with a 
sense of no purpose and 
functional impairment.”
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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  
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patients with MDD. The risk differences (drug-placebo difference) in the number of cases of suicidal thoughts  
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Tardive Dyskinesia: Tardive dyskinesia, a syndrome consisting of potentially irreversible, involuntary, dyskinetic 
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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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What eff ects does obesity have on patients 
with bipolar disorder? Results from a new 
study were highlighted at a poster presen-
tation at the 2022 NEI Congress.1

Michael J. Doane, PhD, and colleagues 
collected data from the 2016 and 2020 
US National Health and Wellness Surveys 
to examine the relationships between 
obesity and clinical, humanistic, and 
economic outcomes among patients who 
self-reported a diagnosis of bipolar I dis-
order (BDI). As part of the retrospective, 
cross-sectional analysis, 
participants (N=1853) were 
categorized as underweight 
or normal weight if their 
BMI was less than 25 kg/
m2, overweight if their BMI 
was between 25 and 30 kg/
m2, and obese if their BMI 
was at least 30 kg/m2. The 
study was sponsored by 
Alkermes, Inc.

Doane et al used the 
36-item Short Form Ver-
sion 2 and EuroQol EQ-5D 
health surveys to measure 
participants’ health-related 
quality of life. The Work 
Productivity and Activity 
Impairment Questionnaire was used to 
measure work productivity and absentee-
ism as well as work and activity impair-
ment. The investigators also leveraged the 
Medical Expenditure Panel Survey and 
US Bureau of Labor statistics to ascertain 
direct and indirect costs.

The mean age of all participants was 34.1 
years, with patients in underweight/nor-
mal grouping tending to be younger than 
their peers in the overweight and obese 
groups. There were more women (65%) 
among the participants, and women were 
fairly evenly distributed among the BMI 
groups. Similarly, more than half (62%) 
of participants were white. Less than half 
of the participants were married (45%). 
The overall mean for being employed was 
46%, and the percentage decreased as BMI 
increased. More than half of the patients 
who were overweight or obese were trying 

to lose weight and had exercised in the 
past month.

In addition to having the highest rates 
of high blood pressure, increased choles-
terol, and type 2 diabetes, participants 
who were categorized as obese were more 
likely to have asthma, cancer, osteoarthri-
tis, sleep apnea, and other comorbidities. 
They also reported the highest levels of 
activity impairment as well as the highest  
number of hospitalizations and emer-
gency department visits in the previous 

6 months. Interestingly, 
when compared with the 
obesity group, the under-
weight/normal weight 
group had slightly higher 
levels of absenteeism 
(37.1 vs 36.4), and overall 
work impairment (64.3 vs 
64.2). Not surprisingly, the 
highest direct and indirect 
costs were found in the 
obesity group.

Doane et al acknowl-
edged that individuals 
with BDI have an increased 
risk of obesity compared 
with the general popula-
tion, which may be due to 

genetic, lifestyle, and treatment-related 
factors (ie, weight liability of medications 
used to treat BDI). 

“[The] study results highlight import-
ant clinical, humanistic, and economic 
burdens associated with obesity in adults 
living with BD-I,” the researchers con-
cluded. “These outcomes are important to 
consider in terms of a holistic treatment 
approach.”—HAD  

Do you have tips for your colleagues 
on how to address obesity in patients 
with BDI? Share your stories with us 
at PTEditor@mjhlifesciences.com.

Reference 
1. Doane MJ, Thompson J, Jauregui A, et al. Clinical, econom-
ic, and humanistic outcomes associated with obesity among 
adults with bipolar I disorder: analysis of National Health and 
Wellness Survey data. Poster presented at: 2022 NEI Con-
gress. November 3-6, 2022; Colorado Springs, CO. 

A Heavy Burden: 
Bipolar Disorder and Obesity 

Delusional 
Hypergeusia: 
A Case Report
Investigators from Smell & Taste Treatment and 
Research Foundation reported an intriguing 
encounter of delusional hypergeusia in their 
poster presented at the 2022 NEI Congress.1

The case involved a 62-year-old woman 
whose symptoms developed after exposure to a 
solvent. She reported to the emergency depart-
ment with bifrontal headaches, diff use weak-
ness, and fatigue. She also noted hallucinated 
smells and tastes. For instance, she initially felt 
the ambient aroma was replaced by the solvent 
aroma. As time progressed, the symptoms 
intensifi ed, with the patient reporting that it 
felt like “soap was blown into [my] nostril.” 
Cologne exposure left her short of breath; and 
the taste and smell of coff ee were replaced by 
a chemical taste and smell. She also reported 
panic attacks, and she said her throat and ears 
closed after watching food commercials.

Upon evaluation in the emergency depart-
ment, the patient’s blood pressure was 189/90 
and pulse was 100. The patient displayed sad 
mood with congruent aff ect; she was hyper-
verbal, loud, circumstantial, and irritable with 
pressured speech. She appeared disheveled 
with racing thoughts. Neuropsychiatric testing 
was performed with some abnormal results. 
The Go-No-Go Test resulted in abnormal score 
of 2/6, and she scored 17 (abnormal) on the 
Center for Neurological Studies Lability Scale. 
Results of the Clock Drawing Test were normal 
with a score of 4. 

Gustatory and olfaction testing also were 
completed. The Alcohol Sniff  Test and Odor 
Discrimination/Memory Test were indicative 
of hyposmia, whereas the Retronasal Smell 
Index showed signs of anosmia. Waterless 
Empirical Taste Test and Propylthiouracil Disc 
showed scores were considered normogeusia. 

The researchers explained that perceived 
delusional hyperosmia and hypergeusia may 
be endogenous or exogenous (ie, medically or 
environmentally induced). “This may repre-
sent a variant of the 2-factor hypothesis of 
delusions whereby a distorted sensory per-
ception is then misrepresented in a delusion,” 
they concluded.

Although delusional and subjective hyperos-
mia have received increased attention as a result 
of the COVID-19 pandemic, the researchers 
noted reports of delusional hypergeusia have 
not been previously published.—HAD  

Reference
1. Kalita S, Birwatkar D, Sundar A, Hirsch AR. Too sweet to eat: 
delusional hypergeusia. Poster presented at: 2022 NEI Congress. 
November 3-6, 2022; Colorado Springs, CO.
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Brief Summary of full Prescribing Information.
CAPLYTA® (lumateperone) capsules, for oral use
Initial U.S. Approval: 2019

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

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

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

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

DOSAGE AND ADMINISTRATION
Recommended Dosage: The recommended dosage of CAPLYTA is 42 mg administered orally once daily with or 
without food. Dose titration is not required. 
Dosage Recommendations for Concomitant Use with 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

CAPLYTA is a registered trademark of Intra-Cellular Therapies, Inc.
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Eight Best Practices for 
Medical Malpractice Defense Jordan Rosenfeld and Logan Lutton

The best way to prevent a malpractice lawsuit is to prepare for the likelihood 

of being sued, experts say. The more prepared a physician is, the better 

the chances of a successful outcome. Although no physician can manage 

all the possible risks that lead to malpractice lawsuits, we asked experts to 

share their best practices and tips. 

1 Acquire good 
malpractice insurance. 

The least expensive insurance is not 
always best, said attorney Christo-
pher J. Ryan, counsel and cochair of 
the health care litigation task force 
at Dickinson Wright in Ann Arbor, 
Michigan. Clinicians should look 
for insurance that comes with risk 
management tools that can add value 
to a practice. Physicians also should 
make sure they have a policy in place 
with an admitted carrier in their state, 
according to Tom Benvenuto, a senior 
trial attorney with Benvenuto & Slat-
tery in Roslyn, New York. 

2 Ensure a good 
patient-doctor alliance. 

Benvenuto explained that “bedside 

manner” really does make a di� erence 
to patient experience. Added Ryan, 
“I’ve seen situations where people 
chose not to pursue litigation because 
they liked the physician, whereas 
people will pursue litigation because 
they did not like the physician.” This 
is especially true when there are 
complications. “Physicians who have 
been super responsive get sued less 
frequently than physicians who aren’t 
as responsive,” advised Peter Kolbert, 
senior vice president for claims and 
litigation management for Healthcare 
Risk Advisors, a strategic business of 
The Doctors Company in New York, 
New York. He added, “What drives 
people away from the clinician’s o�  ce 
and to the lawyer’s o�  ce is a lack of 
feeling connected to the doctor.”

3 Avoid  communication 
problems. 

“Bad communication is a 
common reason for a 

lawsuit,” Benvenuto 
said. “Or if you’re very 
critical when a patient 

has done their own 
research. You have 

to answer questions. 
You can’t be in a hurry.” 

Kolbert believes the com-
munication problem can be 

solved simply by using closed 
loop communication,  a practice used 
in fast-food establishments. “When 
you order Chinese food, you place 
your order and the person says, ‘OK, 

you’ve ordered General Tso’s chicken 
and fried rice’ to ensure that they heard 
what you said, so there’s not a dispute. 
How often does the clinician, when 
speaking with a patient, ask, ‘Can you 
tell me what the next steps are so that I 
can be sure you heard me?’” 

4 Pay attention to the nuances 
of informed consent.

Most physicians understand informed 
consent pretty well, Kolbert said. 
However, a problem can occur when 
a physician makes assumptions about 
common complications or adverse 
e� ects of a treatment and fails to 
alert the patient. “Informed consent 
is a recognition of the limitations 
of medicine,” Kolbert said. “It’s a 
recommendation that we can’t give 
a guarantee; therefore, it’s about 
shared decision-making.”

5 Document 
everything. 

Becoming better listeners can prevent 
another common problem in malprac-
tice lawsuits—poor documentation 
in the electronic health record. “As a 
lawyer, there are very few times when 
I’ve seen perfect documentation, a 
record that has everything in it that 
I would hope to see,” Ryan said. “It’s 
such a big issue, we’ve given entire 
presentations on medical record doc-
umentation.” In addition to traditional 
notes, Kolbert said that physicians 
should always chart issues of patient 
nonadherence. 

6 Take care after a 
lawsuit is fi led. 

Physicians will need to think clearly, 
Kolbert said. “When physicians get 
sued, it’s a new universe and they don’t 
fully understand it,” he said. Often the 
cases that end up getting fi led are not 

necessarily the ones physicians would 
expect, so they may take a physician 
by surprise, Ryan said. 

Benvenuto said it’s normal for a phy-
sician to want to go back in and change 
a note in the patient’s records, but it’s a 
very bad idea. “Resist the urge to add 
anything to the note. I don’t even mean 
falsifying it, but just adding information 
that you didn’t put in the fi rst place. 
Those always get you bitten.”

7 Get a lawyer 
immediately.

The fi rst thing to do is call your insur-
ance carrier and insist on speaking to 
a lawyer immediately, while everything 
is still fresh, Benvenuto advised. The 
worst thing a physician can do is to 
try to ignore it or put it o� . Similarly, 
the more quickly a physician meets 
with a lawyer, the better.  “If you fi nd an 
attorney who won’t take your call, get 
another attorney,” Benvenuto said.

8 Prepare for deposition 
or pretrial statement. 

The next most important step after 
a lawsuit has been fi led is to prepare 
thoroughly for the deposition or pretrial 
statement, Kolbert said. 

There is good news, however. 
Although malpractice suits may 
hang like a dark specter in the back 
of a physician’s mind, Kolbert said 
on average the number of claims is 
smaller than the number of adverse 
outcomes, which are a fraction of 1% 
of patient encounters. “Most of the 
time physicians are doing a good job, 
but there’s always room for improve-
ment,” he said. 

Read more: 
http://bit.ly/3TXjgxe
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CASE STUDY  “Sophie” was an 8-year-old girl 
with no known psychiatric history who presented 
to the clinic for initial psychiatric evaluation accom-
panied by her mother, who had concerns about 
Sophie’s academic performance and behavior at 
school. Her mother related that Sophie had always 
been an active child, but there were no concerns 
until she entered preschool. Since then, teachers 
had expressed growing concern regarding Sophie’s 
behavior in the classroom. Teachers previously had 
recommended seeking psychiatric evaluation for 
possible ADHD, but her mother declined. The school 
provided accommodations under the 504 Plan, 
but Sophie continued to have a difficult time. Her 
current teacher reported that Sophie had significant 
difficulty sustaining attention and needed frequent 
redirection because of her off-task and disruptive 
behavior. In addition, the teacher recently notified 
Sophie’s mother that Sophie was not performing at 
grade level and was at risk of repeating the grade. 
Consequently, Sophie’s mother decided to seek 
psychiatric evaluation.

On exam, Sophie was a well-nourished child 
without evidence of developmental delays. She dis-
cussed having trouble making friends at school be-
cause kids thought she was “weird.” She explained 
that she was easily distracted and found it difficult to 
stay in her seat during class, and that teachers often 
redirected her because she talked out of turn or 
loudly. She went on to discuss that she felt nervous 
at school sometimes because she worried about 
making mistakes and being ridiculed by classmates. 
She denied having other anxiety symptoms and 

described having euthymic mood except for occa-
sionally feeling sad and lonely at school because she 
did not have any close friends. Psychiatric review of 
symptoms was otherwise negative. Sophie’s medical 
history was unremarkable. Regarding family history, 
it too was negative for medical or psychiatric illness 
except for father and paternal cousins with history of 
ADHD.   

Collateral information was obtained by speaking to 
teachers and reviewing ADHD rating scales. History 
obtained from Sophie, her parents, and the teachers 
was indicative of ADHD combined type. Although 
teachers also reported that Sophie was not perform-
ing at grade level, they stated that she did very well 
when given 1-to-1 instruction and additional time to 
complete tasks.       

After discussing treatment options, Sophie’s 
mother gave consent to begin a trial of methyl-
phenidate hydrochloride ER. Sophie tolerated the 
18-mg dose but remained symptomatic. The dose 
was gradually increased to 36 mg every morning, 
which controlled ADHD symptoms adequately in the 
morning, but she still needed redirection for off-task 
behavior in the afternoon. Methylphenidate immedi-
ate-release 5 mg was added at noon, and teachers 
reported resolution of ADHD symptoms in the after-
noon. Sophie’s academic performance improved, 
and she was now receiving A’s and B’s. However, her 
mother was concerned that Sophie had suppressed 
appetite during the day. Her mother was advised to 
give medication only on school days and to provide 
calorically dense meals and snacks to prevent 
weight loss. The patient’s weight remained stable 
and within normal range, so her mother decided to 
continue the medication regimen.  

Discussion
ADHD is a “persistent pattern of inattention and/
or hyperactivity-impulsivity that interferes with 
functioning or development.”1 It is subclassified 
into 3 types: combined presentation, predom-
inantly inattentive presentation, and predomi-
nantly hyperactive presentation. ADHD is one of 
the most common neurodevelopmental disorders 
of childhood, with a prevalence of over 5%.2   
ADHD is highly heritable (80%),3,4 and males are 
more likely to receive a diagnosis of ADHD. The 
gender difference is presumably due to higher 
incidence of impulsive and disruptive behavior 
in boys, which leads to more frequent referrals.5 
Girls with ADHD, on the other hand, are more 
frequently described as inattentive (Figure). 
Reasons for misdiagnosis or underdiagnosis link 
to referral and diagnostic bias, but parents also 
often tend to rate ADHD symptoms as milder in 
girls unless accompanied by associated emotional 
dysregulation (eg, anxiety).5

Although the exact cause of ADHD has yet 
to be identified, it has been associated with 
multiple neurophysiological deficits. Theoret-
ical approaches integrate clinical symptoms 

Beyond “Bad Behavior”  
ADHD in Clinical Practice

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

In this installment of Tales From the Clinic: The Art of Psychiatry, we look at a bread-and-butter case of attention-deficit/hyperactivity disorder (ADHD) 

from a child psychiatry clinic. Although very common, this disorder is surrounded by multiple questions that research is just beginning to unravel. It is 

subject to gender-norming and differential referral and diagnosis rates in females versus males, and even though it is highly heritable, ADHD is still 

labeled as “bad behavior” in many families. Resistance to initiating psychotropic ADHD medications is prevalent despite extensive proof that treatment 

can successfully alter a child’s life trajectory in terms of academic achievements, interpersonal relationships, substance use, and criminal history.

FIGURE. ADHD and Related Symptomatology

Symptom Gender prevalence

Inattention Female > male per 
subjective assessments, 
may be objectively 
similar 

Hyperactivity/disruptive 
behavior

Male > female

Executive dysfunction 
(eg, processing speed, 
inhibition, working 
memory, response time 
variability)

No gender differences 
known. Both genders 
are worse than controls 
without ADHD.

Emotional issues  
(eg, cooccurring anxiety, 
depression)

More marked in females, 
may be related to 
diagnostic bias
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and neuropsychological difficulties within a 
framework of certain brain dysfunctions. Cog-
nitive deficits may surface from dysfunctions 
particularly in fronto-striatal or meso-cortical 
brain networks, whereas problems with reward 
processing may be linked with dysfunctions in the 
mesolimbic dopaminergic system.6 Notwithstand-
ing, deficits in ADHD may already be seen in the 
resting brain, and a more fundamental neuronal 
network approach suggests that in individuals 
with ADHD, default-mode-network activity in 
particular may interfere with activity in neuronal 
networks engaged in task processing, resulting in 
difficulties in state regulation and periodic atten-
tion lapses.6 Heritability of different aspects of 
cognitive and executive dysfunction varies from 
10% to 88% in twin studies.7

ADHD is a clinical diagnosis, meaning there 
are no standard laboratory or imaging studies in 
ADHD.8 Evaluation for ADHD should consist of 
clinical interviews with the parent and patient; 
obtaining information about the patient’s school 
or day care functioning; evaluation for comorbid 

psychiatric disorders; and review of the patient’s 
medical, social, and family histories. The most 
common comorbidities include oppositional defi-
ant disorder (ODD), conduct disorder, anxiety, 
depressive disorders, and learning or language 
disorders. It has been found that individuals 
with ADHD have a higher incidence of academic 
problems, substance use disorders, relational 
problems, and criminal activity.9

Fortunately, treatment for individuals with 
ADHD is tremendously effective. Stimulant 
treatment is one of the best-studied interventions 
in child psychiatry, and the response rate can 
be as high as 90%. Stimulants are classified in 
2 categories: amphetamines and methylpheni-
dates (Tables 1 and 2). Amphetamines stimu-
late release of dopamine and, to a lesser extent, 
norepinephrine from presynaptic sites and inhibit 
dopamine reuptake. Methylphenidate blocks 
dopamine and norepinephrine transporters in the 
presynaptic neuron, thereby inhibiting reuptake 
and resulting in increased concentrations of these 
neurotransmitters. Other medication options 

include α agonists (ie, clonidine and guanfacine) 
and atomoxetine (Strattera) (Table 3). How-
ever, these are not as effective as stimulants. For 
instance, the response rate for atomoxetine is 60%. 
Clonidine and guanfacine have an agonist effect 
of pre- and postsynaptic α2 receptors, which are 
believed to play a role in attentional and organiza-
tional functions in the prefrontal cortex. Atomoxe-
tine inhibits norepinephrine reuptake.10 

Time needed to reach a therapeutic dose of 
medication can be affected by multiple factors such 
as adverse effects, difficulty obtaining collateral 
information from teachers to assess response to 
medication, and nonadherence to medication or 
inconsistent attendance to return appointments. 
However, if medication is tolerated and the patient 
remains symptomatic, the stimulant dose can be 
adjusted every 7 days. Generally speaking, dose 
increases should be conservative. For example, 
if the patient was taking methylphenidate 27 mg 
every morning, it would be increased to 36 mg. In 
my experience, in patients with mild to moder-
ate ADHD with no comorbidities and consistent 

TABLE 1. Main Options for Pharmacological Treatment in ADHD:  
Methylphenidates 

Methylphenidate Starting dose Maximum daily dose

Short acting/immediate release

Methylin 4-5 y/o: 2.5 mg BID
≥ 6 y/o: 2.5-5 mg BID

30 mg/day
60 mg/day
(2 or 3 times a day)

Ritalin 4-5 y/o: 2.5 mg BID
≥ 6 y/o: 2.5-5 mg BID

30 mg/day
60 mg/day
(2 or 3 times a day)

Focalin ≥ 6 y/o: 2.5 mg BID 20 mg/day (10 mg BID)

Long acting (LA)/extended release (ER/XR)

Ritalin LA ≥ 6 y/o: 20 mg QAM 60 mg/day

Focalin XR 6-17 y/o: 5 mg QAM
≥ 18 y/o: 5-10 mg QAM

6-17 y/o: 30 mg/day
≥ 18 y/o: 40 mg/day

Concerta ≥ 6 y/o: 18 mg QAM 72 mg QAM

Quillivant XR and 
Quillichew ER

≥ 6 y/o: 20 mg QAM 60 mg QAM

Daytrana ≥ 6 y/o: 10 mg QAM 30 mg QAM

Aptensio XR ≥ 6 y/o: 10 mg QAM 60 mg/day

Cotempla XR ODT ≥ 6 y/o: 17.3 mg QAM 51.8 mg/day

Adhansia XR ≥ 6 y/o: 25 mg QAM 85 mg/day

Jornay PM ≥ 6 y/o: 20 mg QAM 100 mg/day

Azstarys ≥ 6 y/o: 39.2 mg/7.8 mg QAM 52.3 mg/10.4 mg/day

Metadate CD ≥ 6 y/o: 20 mg QAM 60 mg/day

Metadate ER ≥ 6 y/o: 20 mg QAM 60 mg/day

TABLE 2. Main Options for Pharmacological Treatment in ADHD:  
Amphetamine Salts 

Amphetamine Starting dose Maximum dose

Short acting/immediate release

Adderall 3-5 y/o: 2.5 mg QAM 
≥ 6 y/o: 5 mg QAM-BID

40 mg/day (divided, 3 times)

ProCentra 3-5 y/o: 2.5 mg QAM 
≥ 6 y/o: 5 mg QAM-BID

40 mg/day (divided, 3 times)

Evekeo 3-5 y/o: 2.5 mg QAM
≥ 6 y/o: 5 mg QAM-BID

40 mg/day (divided, 3 times)

Evekeo ODT 3-5 y/o: 2.5 mg QAM
≥ 6 y/o: 5 mg QAM-BID

40 mg/day (divided, 3 times)

Zenzedi 3-5 y/o: 2.5 mg QAM
≥ 6 y/o: 5 mg QAM

3-5 y/o: 40 mg/day (divided, 3 
times)
≥ 6 y/o: 60 mg/day (divided, 3 
times)

Long acting/extended release (ER/XR)

Adderall XR ≥ 6 y/o: 5-10 mg QAM 6-12 y/o: 30 mg/day
13-17 y/o: 40 mg/day
≥ 18 y/o: 60 mg/day 

Vyvanse (capsule 
& chewable tablet)

≥ 6 y/o: 20-30 mg QAM 70 mg/day

Adzenys XR-ODT  ≥ 6 y/o: 6.3 mg QAM 6-12 y/o: 18.8 mg QAM
≥ 13 y/o: 12.5 mg QAM

Adzenys ER  ≥ 6 y/o: 6.3 mg QAM 6-12 y/o: 18.8 mg QAM
≥ 13 y/o: 12.5 mg QAM

Dyanavel XR ≥ 6 y/o: 2.5-5 mg QAM 20 mg/day

Mydayis ≥ 13 y/o: 12.5 mg QAM 25 mg/day

Dexedrine ≥ 6 y/o: 5 mg QAM or 
BID

60 mg/day
(> 40 mg rarely more effective)
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adherence to treatment, adequate symptom con-
trol can be achieved in a few visits. Nonetheless, 
if the patient is seen more frequently (every 1 to 2 
weeks as opposed to monthly), perhaps symptoms 
can be controlled in 1 to 2 months. 

However, for severe cases or in individuals 
with significant comorbidities (eg, ODD, mood or 
anxiety disorders, autism, etc), response to med-
ication can vary significantly. Medication adjust-
ments might be needed as the child grows older, 
but not always. Treatment expectations should 
be addressed starting at the initial appointment 
while establishing the treatment plan. This will 
help build trust with the patient and parents, and 
it can prevent undue stress. In regard to treat-
ment duration, this too varies from case to case. 
However, ADHD is considered a chronic condi-
tion and symptoms are often still experienced in 
adulthood. The decision to continue treatment 
will depend on the individual. 

It is not uncommon for children to experience 
adverse effects from psychotropic medications. 
With stimulants, the most common adverse effects 
include appetite suppression and insomnia. In 
regard to appetite, changes in routine and diet can 
help offset appetite suppression. However, if the 
child has experienced significant weight loss, it 
might be necessary to consider trying a different 
medication such as a nonstimulant. Sleep distur-

bances might be a medication adverse effect but 
often the problem precedes the medication trial. If 
severe, alternative treatment should be considered. 
Otherwise, improving sleep hygiene can resolve 
insomnia. Sleep aids also can be considered. In 
the event that sleep disturbance is due to delayed 
circadian rhythm, improvements in sleep hygiene 
and light therapy can be helpful. It is essential that 
sleep disturbance be addressed to avoid exacerba-
tion of ADHD symptoms. 

Behavioral interventions for ADHD include 
evidence-based parenting interventions such as 
parent-child interaction therapy and the Incredi-
ble Years program. The core features of these are 
positive interventions that differentially reinforce 
desired behaviors and improve the quality of 
the parent-child attachment relationship. These 
interventions are indicated as first-line treatment 
for toddlers and preschool children. They are also 
indicated for older children with comorbid ODD 
or other behavioral or parenting concerns that are 
not core ADHD symptoms. In addition, school 
interventions such as the 504 Plan and individu-
alized education program (IEP) are often utilized. 
The 504 Plan provides accommodation and sup-
port to allow students to make use of the general 
education setting. For those students identified 
as requiring special education, an IEP is drafted. 
An IEP outlines the special education instruction, 

supports, and services a student needs to succeed 
in school. Diagnosis and persistence of ADHD 
into adulthood is a different topic altogether, and 
much research is going on in that field.

Concluding Thoughts
ADHD is one of the most common neurodevelop-
mental disorders of childhood. It is highly herita-
ble and more diagnosed in males. However, the 
exact cause for it is not known. The diagnosis of 
ADHD is a clinical one; therefore, it is necessary to 
obtain a thorough history from parents, patients, 
and teachers. Treatment is the same regardless of 
the patient’s ADHD subtype, and stimulant medi-
cations are usually the most effective form of treat-
ment. For patients with comorbidities, psychother-
apy (ie, individual therapy, group therapy, parent 
management training) will likely be necessary to 
achieve adequate behavioral control. 

As mental health providers, it is imperative that 
we educate families about the importance of man-
aging ADHD. We must serve as advocates for our 
patients to ensure that they receive an adequate 
education and have access to resources to reduce 
the incidence of comorbid psychiatric illness, sub-
stance use disorders, relational or legal problems, 
and employment and financial instability. 

Dr Nazario is an assistant professor of psychiatry and 
behavioral sciences at Baylor College of Medicine in 
Houston, Texas.
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TABLE 3. Nonstimulant Options: Increasingly Available  
and May Provide a Complementary Action Profile to Stimulants 

Nonstimulant Starting dose Maximum daily dose

Short acting

Guanfacine (Tenex)   < 45 kg body weight:  
 0.5 mg QHS
≥ 45 kg: 1 mg QHS

 27-40.5 kg: 2 mg/day*

> 40.5-45 kg: 3 mg/day*
> 45 kg: 4 mg/day*

*divided, 2 or 4 times a day

Clonidine 27-40.5 kg: 0.05 mg QHS
> 40.5-45 kg: 0.05 mg QHS
 > 45 kg: 0.1 mg QHS

27-40.5 kg: 0.2 mg/day*

> 40.5-45 kg: 0.3 mg/day*

> 45 kg: 0.4 mg/day*

*divided, 2 or 4 times a day

Extended release (ER)

Guanfacine ER 
(Intuniv)

≥ 6 y/o: 1 mg daily 6-12 y/o: 4 mg/daily*

≥ 13 y/o: 7 mg/daily*
*up to 0.12 mg/kg/day

Clonidine ER (Kapvay) ≥ 6 y/o: 0.1 mg QHS 0.4 mg/day; divided, 2 or 4 times a day

Atomoxetine 
(Strattera)

≥ 6 y/o 
< 70 kg: 0.5 mg/kg QAM
> 70 kg: 40 mg QAM
≥ 18 y/o: 40 mg daily

< 70 kg: 1.4 mg/kg/day
> 70 kg: 100 mg/day

≥ 18 y/o: 100 mg daily

Viloxazine (Qelbree) 6-11 y/o: 100 mg daily
≥ 12 y/o: 200 mg daily

6-11 y/o: 400 mg daily ≥ 12 y/o: 400 mg daily

 In the event that sleep disturbance is due to delayed circadian rhythm, 
improvements in sleep hygiene and light therapy can be helpful.
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Insomnia affects a large segment of the general population, but many individuals do 
not receive medical support for it, shared Paul Doghramji, MD, and Leslie Citrome, MD, 
MPH, in a recent PsychView custom video series. 

“Research tells us that about one-third of the 

adult US population has at least 1 symptom of 

insomnia,” explained Citrome, a clinical professor 

of psychiatry and behavioral sciences at New 

York Medical College in Valhalla, New York. “One-

third of that one-third meet the DSM-5 criteria for 

insomnia. Only one-third of that one-third of the 

one-third actually have a  diagnosis of insomnia. 

So many more people have insomnia disorder 

than are actually diagnosed. And don’t get me 

started about how many people who are diag-

nosed who are actually getting pharmacological 

treatment. Again, it’s a third. So we’re going a third, 

a third, a third, a third.” 

Getting to the Diagnosis
Unfortunately, many patients seem reluctant to 

voluntarily discuss their poor sleep with clinicians, 

Doghramji noted, so it is up to the clinician to 

begin that dialogue.

“If we are interested in their sleep, they’re going 

to be interested in their sleep,” said Doghramji, a 

family practice physician at Collegeville Fam-

ily Practice and the medical director of health 

services at Ursinus College, both in Collegeville, 

Pennsylvania. “We need to ask those questions 

proactively because most of the time, they are 

not going to ask about it.”

Citrome agreed. “They won’t tell you about it 

because they may think you are not interested, 

or they have so many other pressing issues on 

their mind to resolve,” he said. “If they are coming 

to see you for a very specific problem, they may 

think that the sleep is kind of incidental to that. So 

they have to be encouraged from the get-go to 

tell us about their sleep.”

Citrome includes sleep questions as part of 

the mental status examination and the overall 

evaluation. Just like he might ask about a patient’s 

appetite, he looks to get an idea of how well they 

are sleeping.

Fortunately, Doghramji noted that there is 

a new scale to help with sleep assessments: 

the Insomnia Daytime Symptoms and Impacts 

Questionnaire (IDSIQ). The IDSIQ is a patient-re-

ported outcome instrument that assesses 14 

items within 3 domains: alert/cognition, mood, 

and sleepiness.1 The IDSIQ is based on the 

20-item Daytime Insomnia Symptom Scale, and 

it has been validated according to US Food and 

Drug Administration (FDA) guidelines to measure 

the impact of insomnia on daytime functioning. It 

requires minimal time, and research has indicated 

that patients find it easy to complete, making it a 

potentially useful tool in clinical practice.

“The IDSIQ is a derivation of an older scale 

and places it in the modern age,” Citrome said. 

“It helps us get a full understanding of a person’s 

ability to perform during the daytime with the 

presumption that they’ve had a good night’s sleep 

the night before.

“Various other patient-reported outcomes 

have been used in the past but were not so finely 

tuned as this one. We have had, for example, the 

Patient Global Impression and various ques-

tions asked about the speed of falling asleep, 

remaining asleep, and the satisfaction with one’s 

sleep. That information has been collected for a 

very long time, but there has not been the same 

degree of attention on next-day functioning.”

Doghramji is likewise pleased with this instru-

ment. “Patients report not only trouble getting 

to sleep and staying asleep, but they also report 

that during the day, they don’t function very well,” 

he said, noting the importance of assessing and 

addressing presenteeism. “Here’s a tool that’s 

developed to specifically assess how sleepy 

somebody is during the day.” 

Comorbidities and Insomnia
Not surprisingly, insomnia accompanies a num-

ber of other medical and psychiatric disorders, 

which can complicate assessment and treat-

ment, the duo noted. Medical comorbidities often 

include chronic obstructive pulmonary disease, 

obstructive sleep apnea, chronic pain, coronary 

artery disease, stroke, and neurologic conditions.  

“Insomnia or difficulty with sleep is part of the 

diagnostic criteria for many psychiatric condi-

tions, but people can actually meet the full diag-

nostic criteria for insomnia disorder in addition 

to meeting criteria for, let’s say, major depressive 

disorder, schizophrenia, bipolar disorder, or some 

anxiety disorder,” Citrome said. 

“There was an interesting cross-sectional 

study done of outpatients in Singapore, in which 

they calculated the percentage of people with 

major mental disorders who also have DSM-5 

insomnia disorder,” Citrome shared.2 “They found 

1 of 2 people with major depressive disorder also 

met the full criteria for insomnia disorder. One 

out of 4 also had schizophrenia; 1 of 3 had anxiety 

disorder.

“As a practicing psychiatrist, I find it very helpful 

to know if someone has a problem with their 

sleep,” Citrome added. “I use it as the canary in 

the coal mine, so to speak. Someone who is doing 

reasonably well and all of a sudden has trouble 

sleeping, I think that maybe this is a sign of things 

to come and I need to be prepared for addressing 

a potential recurrence of their, let’s say, depres-

sive disorder.”

Understanding sleep and sleep quality can also 

help prognosticate how a patient may fare in the 

future, he added. “We know there’s this bidirec-

tionality,” Citrome said. “It’s incredibly important 

for me as a psychiatrist to acknowledge that 

insomnia is associated with a 4-fold relative risk 

of new-onset major depressive disorder. It’s also 

a robust predictor of depression relapse.”

Citrome and Doghramji agreed that sleep 

issues should be continuously assessed. Cit-

rome explained: “Insomnia often persists once 

the acute depressive episode has essentially 

resolved itself. I can help patients along with their 

mood—their concentration. Sometimes, though, 

the sleep problem persists, and I have to think of 

something beyond the treatment that I had used 

to treat their depressive symptoms.”

Psychoeducation  
and a Good Foundation
Although sleep hygiene alone will not address 

insomnia, Citrome includes conversations about 

it with patients. He reminds patients about good 

habits, including keeping a regular sleep-wake 

Beyond Counting Sheep: 
Helping Patients 
With Insomnia
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schedule, reducing noise in the bedroom, block-

ing out light, removing electronic devices from the 

bedroom, and avoiding daytime napping, alcohol, 

nicotine, and caffeine before sleeping. Regular 

exercise and stress management are also part of 

sleep hygiene.

Doghramji and Citrome agreed that a shared 

decision-making process can improve results, 

so they engage their patients in making treat-

ment decisions from the very start. As part of 

the history, for instance, they ask about previous 

attempts to address the problem. 

“I ask my patients exactly what they have tried to 

help themselves sleep better because more often 

than not, they have already tried something. They 

have already gone to the drugstore and bought 

something over the counter,” Citrome said. “I also 

need to find out if in the past they have received any 

prescription medicines, which basically fall into 2 

categories: those that are FDA approved for insom-

nia and those that are not and used off-label.” 

Citrome also takes the opportunity to educate 

his patients, shedding light on the ineffectiveness 

and dangers associated with OTC remedies. For 

example, the most common OTC drugs include 

diphenhydramine, which can cause next-day 

drowsiness. 

“That is particularly a problem,” Citrome 

explained. “Here we have insomnia disorder 

associated with daytime tiredness because you 

are not sleeping well. Well, if you are going to use 

a medication approach that makes you tired at 

night and fall asleep but still makes you tired the 

next day, that’s not going to address the next-day 

functioning that has to be improved. I emphasize 

the need to be alert the next day and that we can’t 

use anything with carryover effects.

“Then I have a discussion about what the FDA 

has approved in terms of insomnia disorder,” he 

continued, noting the limitations of benzodiaz-

epines, which were used “in the old days,” and 

the non–benzodiazepine receptor agonists that 

replaced the benzodiazepines but also have 

problems.

 “The baggage with both benzos and the Z 

drugs is the development of tolerance,” he said. 

“When patients try to stop taking these med-

icines, they experience rebound insomnia—

insomnia much worse than when it all started.

“I also describe how melatonin receptor ago-

nists have also been developed,” Citrome contin-

ued. “There’s one in the marketplace. However, 

it takes a bit of time before it starts to work, and 

it’s not for everyone. I mention low-dose doxepin, 

as it’s out there, but basically that’s a repurpos-

ing of a tricyclic antidepressant at a lower dose 

and leveraging its [adverse] effect profile to help 

someone sleep. Then lastly, I 

talk about the latest medicines 

that are available, the orexin 

receptor antagonists, as 

offering probably a superior 

approach to the treatment of 

insomnia disorder.”

Considering Treat-
ment Options
With new technology and 

new medications available, 

clinicians and patients have a 

number of options to con-

sider. Cognitive behavioral 

therapy for insomnia (CBT-i) 

has been considered the gold 

standard for addressing the issue, but it does 

have its drawbacks, the pair noted. For instance, 

it might take a little longer than a pharmacological 

intervention to work; however, its effects can be 

enduring, Citrome said. 

“The problem I have in my community is that 

there aren’t enough skilled practitioners of CBT-i, 

so access may be limited,” Citrome said. To help 

address the shortage, apps have been devel-

oped, including the CBT-i Coach. 

“It’s a smartphone app that was developed by the 

US Department of Veterans Affairs and released 

about a decade ago, and people do like it,” he said, 

but he noted that patients “need a little extra help 

from the clinician in terms of navigating it.” 

In addition, Doghramji and Citrome are excited 

about the new medications known as dual orexin 

receptor antagonists (DORAs), which work 

differently from other medications. 

Orexin neurons are in the hypothalamus,3 Cit-

rome explained. “They project to various parts in 

the brain, and they keep us awake. In people with 

insomnia, they are working overtime. The dual 

orexin receptor antagonist locks those receptors 

in the brain and helps the individual fall asleep and 

remain asleep,” he said. “Basically, it works very 

different than knocking someone over the head 

with a sledgehammer with a Z drug or a benzo.”

In addition to a DORA’s mechanism of action 

being different, Doghramji and Citrome agreed 

that there are other benefits: They do not delete-

riously affect sleep architecture, and long-term 

use is not associated with tolerance/withdrawal 

or rebound insomnia.

Many DORAs have been studied for insomnia, 

Doghramji noted, and 3 are FDA approved. The 

first that came out was suvorexant, then lembo-

rexant, and finally daridorexant. Unlike other med-

ications, this class of medications was designed 

to be taken every day, at nighttime. 

“They’re not prns,”  Citrome added. “They’re 

not middle-of-the-night drugs. They were 

designed to be taken 30 minutes or so before 

falling asleep when you have about 7 hours ahead 

of you to be asleep....It’s a very different approach 

than in the past, when you take something to 

knock yourself out and maybe at 2 in the morn-

ing repeat again. This is a much more thoughtful 

approach: You have insomnia disorder. Here’s 

how to treat it. Here’s a medicine. You take it every 

night, and your sleep is better regulated.”

Although DORAs all work similarly, Citrome 

explained they have different pharmacokinetic 

profiles with different half-lives, for example. “The 

most recently approved DORA, daridorexant, has 

a half-life of about 8 hours or so,” he said. “It’s the 

shortest. When you look at the curve—the phar-

macokinetic curve that is the concentration curve 

over time—you reach a maximum concentration 

in about an hour or two, and then the concentra-

tion drops off.”

Concluding Thoughts
Ultimately Doghramji and Citrome agreed that 

the most important thing is to address sleep with 

patients. “I think we need to have a conversation 

with our patients routinely about their sleep, and 

we need to set aside enough time to discuss it,” 

Citrome said. “You do need to spend that time. It 

often gets ignored.

“And let’s do something about it,” he implored. 

“Because the spillover effect into all their other con-

ditions and their daytime function is substantial.”

References
1. Hudgens S, Phillips-Beyer A, Newton L, et al. Development 
and validation of the Insomnia Daytime Symptoms and Impacts 
Questionnaire (IDSIQ). Patient 2021;14(2):249-268. 

2. Seow LSE, Verma SK, Mok YM, et al. Evaluating DSM-5 
Insomnia disorder and the treatment of sleep problems in a 
psychiatric population. J Clin Sleep Med. 2018;14(2):237-244. 

3. Soya S, Sakurai T. Evolution of orexin neuropeptide system: 
structure and function. Front Neurosci. 2020;14:691.  

To watch this PsychView custom program, visit psychiatrictimes.com/
psych-view/exploring-the-latest-advances-in-treatment-of-insomnia



26

Mood Disorders

P
IX

E
L-

S
H

O
T@

S
TO

C
K

.A
D

O
B

E
.C

O
M

D
e

c
e

m
b

e
r

 2
0

2
2

David N. Osser, MD

A recent study found a 5.1% prevalence 
rate of tardive dyskinesia (TD) in 
patients with bipolar disorder (n = 
1074) treated at Mayo Clinic and other 

sites in the Bipolar Disorder Biobank research 
collaborative.1 Investigators considered this rate 
a likely underestimate because milder cases may 
not have been diagnosed or reported. This study 
served as a sobering reminder of the significant 
frequency of this disfiguring and sometimes dis-
abling adverse effect, which can be irreversible. 

The study results were consistent with previ-
ously identified TD rates from second-generation 
antipsychotics (SGAs) found in meta-analyses—
for example, a study by Carbon and colleagues2 
that found an annualized rate of 2.6% per year. 
Risk factors that increase the rate include use in 
mood disorders, older individuals, women, those 
with alcohol use disorder, those with diabetes and 
cigarette dependence, and those who use anticho-
linergic drugs. 

Additionally, a second meta-analyses by Carbon 
et al found a significantly greater risk of TD in 
participants who were actively taking a first-gen-
eration antipsychotic (FGA) compared with an 
SGA.3 The investigators analyzed 41 studies, 
which included 11,493 participants on antipsy-
chotic medications and demonstrated an overall 
prevalence of TD in 25.3% of participants. Par-
ticipants taking FGAs had a 30.0% prevalence of 
TD, while participants taking SGAs had a 20.7% 
prevalence of TD. The rate was 7.2% in the small 
number of studies (N = 4) involving patients who 
had only been on SGAs. 

There are now 10 SGAs that are US Food and 
Drug Administration (FDA)–approved for acute 
mania, bipolar depression, and/or maintenance 
treatment in bipolar disorder, and their use has 
increased 4-fold in recent years.4 Notably, it still 
seems common for haloperidol to be used in 
managing severe mania; this puts those patients 
at greater risk for later TD even if they are 
switched to and maintained on SGAs.

The patients in the new study were on antipsy-
chotics for a mean of 18 years, and the mean dose 
was equivalent to about 6 mg of haloperidol;  
78% of their trials were with SGAs. Bipolar I dis-
order was associated with greater risk, probably 

because individuals with bipolar I disorder were 
more likely to receive antipsychotics.1

The widely accepted Schooler and Kane criteria 
for diagnosing TD require ruling out other poten-
tial causes of the movements, some of which are 
poorly fitting dentures or other dental problems, 
parkinsonian symptoms, restless leg syndrome, 
and Huntington and Wilson diseases.5 Then, 
using the Abnormal Involuntary Movement Scale, 
there should be 1 body area with a score of at least 
3 (moderate severity) or 2 areas with mild move-
ments (score of 2). The patient should have been 
taking an antipsychotic for at least 3 months. 

There are alternative FDA-approved treat-
ments for long-term maintenance of patients 
with bipolar disorder that would involve minimal 
risk of this adverse effect, including lithium and 
lamotrigine. (Reminder: Valproate and carba-
mazepine have not been approved for mainte-
nance treatment.) Informed consent discussions 
of treatment options should certainly include the 
potential risk of TD with antipsychotics, but it 
seems (from consulting on many bipolar cases) 
that this often does not occur. There are other 
significant adverse effects from SGAs including 
drug-induced parkinsonism, akathisia, dysto-
nias, significant weight gain, prolactin elevation,6 
hyperlipidemia, hyperglycemia, onset of type 2 
diabetes, and more.

Regarding treatment of TD, we now have 2 
FDA-approved options: deutetrabenazine and 
valbenazine. They are expensive, and in some 
settings—including certain VA hospitals—they 
still require off-formulary approval. According 
to 1 meta-analysis of efficacy, 
valbenazine seemed to 
have somewhat more 
efficacy with a 

number needed to treat (NNT) of 4 versus a NNT 
of 7 for deutetrabenazine,7 but the other analysis 
concluded that both had NNTs of 5.8,9 There have 
been no head-to-head comparisons. Deutetra-
benazine has a short half-life and requires twice-
daily dosing. Adverse effects of the 2 agents in 
studies of patients with TD seem comparable.

Dr Osser is associate professor of psychiatry at Harvard 
Medical School and codirector, US Department of 
Veterans Affairs, National Bipolar Disorder Telehealth 
Program, in Brockton, Massachusetts. The author 
reports no conflicts of interest concerning the subject 
matter of this article.
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Current Treatments for 
Cannabis Use Disorder 

PEER REVIEWED

Cannabis is the most widely used psychoactive sub-
stance after alcohol and tobacco; 4% of the global 
adult population (200 million people) endorses its 
use (Figure 1). Cannabis use disorder (CUD) is 
defined by an inability to stop a problematic pattern 
of use despite significant negative consequences. 
CUD has traditionally been thought to affect 1 in 10 
people who use cannabis, but recent evidence has 
indicated that the lifetime incidence may be closer 
to 1 in 5.1 

In the United States, there are nearly 14 million 
daily or near-daily cannabis users; the prevalence 
doubled between 2010 and 2019.2 Increased rates 
of cannabis use likely follow changes in legaliza-
tion and social acceptance; reduced cost; increased 
potency; and expanded preparation and routes of 
administration (ie, edibles, waxes, extracts, and 
vaping). Despite reduced public perception of risk, 

research has shown that heavy cannabis use is asso-
ciated with neurocognitive impairment, psychiatric 
and medical comorbidities, as well as disruption of 
employment and educational functioning.3 Indi-
viduals who meet criteria for CUD (Table 1) often 
feel ambivalent about treatment, and those who do 
seek treatment generally have multiple failed quit 
attempts.4 Currently, there are few effective and 
long-lasting treatment options. 

For patients seeking treatment for CUD, goals 
can include sustained abstinence, reduced use, or 
harm reduction. Treatment of CUD typically occurs 
in the outpatient setting; however, residential or 
inpatient treatment may be required for more com-
plex cases. 

Behavioral interventions for substance use 
disorders are the mainstay of treatment and have 
evidence for efficacy in reducing use and facilitating 

Rx = prescription.
Note: Substance use includes any illicit drug, kratom, alcohol, and tobacco 
use.
Note: The estimated numbers of current users of different substances are 
not mutually exclusive because people could have used more than one 
type of substance in the past month.

Source: Substance Abuse and Mental Health Services Administration. 
Key Substance Use and Mental Health Indicators in the United States: 
Results from the 2019 National Survey on Drug Use and Health. Center for 
Behavioral Health Statistics and Quality, Substance Abuse and Mental 
Health Services Administration; 2020. Accessed November 11, 2022. 
https://www.samhsa.gov/data/

FIGURE 1. Past Month Substance Use Among People Aged 12 Years or Older: 2019
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abstinence. There are currently no US Food and 
Drug Administration (FDA)-approved pharmaco-
logical treatments for CUD.5 However, in clinical 
studies, some medications show promise for 
treating CUD. The decision to incorporate phar-
macological treatment should be done with the 
understanding that efficacy, and in some cases, 
safety and tolerability, are still unclear. Regard-
less of modality, close follow-up early in the treat-
ment course is often beneficial. With the patient’s 
permission, interval drug testing and/or the 
involvement of collateral contacts can be helpful 
for assessing progress. A theoretical treatment 
algorithm for CUD is provided (Figure 2) for cli-
nicians considering pharmacological approaches 
in addition to behavioral interventions. 

Evidence-Based Behavioral 
Treatments
Various behavioral approaches have been shown 
to have clinical utility in treating CUD. In a 
meta-analysis of 7 controlled clinical trials of 
adults with CUD, psychosocial treatments were 
shown to double the chances of abstinence at 3 to 
4 months’ follow-up (21% versus 10%).6 Treat-
ment outcomes improve with longer durations of 
therapy and when interventions are combined. 
However, access to evidence-based therapies is 
often limited, insurance reimbursement may con-
strain options, and poor adherence to treatments 
is common. Even with evidence-based psychoso-
cial treatment, abstinence rates remain modest 
(~20%) and patients have difficulty in maintain-
ing treatment gains after 9 months.7 Although 
clinicians should continue to screen for CUD and 
provide assistance in treatment, a recent sys-
tematic review showed limited evidence for brief 
interventions to enhance motivation.8 

Motivational enhancement therapy (MET). 
MET is an empathetic approach, focusing on 
individualized goals and psychoeducation. MET 
is often less time and resource intensive than 
cognitive-behavioral therapy (CBT), and some 
studies show that their efficacy in treating CUD is 
similar.9 MET may be ideal for patients who are 
ambivalent or who are just starting treatment. 
It can reduce cannabis use early in treatment; 
however, effects may not be sustained 1 month 
after treatment.

Contingency management (CM). CM uses 
incentives like vouchers or prizes to reinforce 
milestones in treatment, such as adherence to 
treatment or negative drug screens. Although CM 
has limited efficacy as a monotherapy in CUD, it 
can promote longer periods of abstinence when 
combined with other treatment modalities like 
MET or CBT.10 

Cognitive-behavioral therapy. CBT is a 
well-studied approach focusing on the thoughts, 
behaviors, and triggers that reinforce substance 

use. This approach encourages patients to utilize 
coping skills and problem-solving skills and to 
find healthy alternative behaviors to replace 
substance use. It should be considered as a first-
line treatment for highly motivated patients or 
patients who have already started treatment, but 
it may have limited utility in more ambivalent 
patients. Current evidence best supports MET 
plus CBT-based interventions with the addition 
of CM, specifically when the treatment duration is 
more than 4 sessions and extends past 1 month.7 

Other interventions. Other psychosocial 
treatments (ie, counseling, family-based ther-
apy, mindfulness, and relapse prevention) likely 
have utility in treating CUD, but they have 
relatively less supporting research.7 Although 
mutual support groups are popular and valu-
able resources for some patients, they should 
ideally be utilized in addition to evidence-based 
psychosocial treatments.

Medications to Reduce Cannabis Use
Given the limitations of behavioral interventions, 
pharmacological interventions have been actively 
researched over the past 20 years. However, 
there are still no FDA-approved medications 

to treat CUD. Although some medications may 
have potential clinical utility for off-label use, 
clear treatment recommendations with respect to 
both safety and efficacy cannot be made without 
additional clinical trials.5 Off-label use of FDA-ap-
proved medications is sometimes considered in 
combination with behavioral treatments to target 
withdrawal symptoms, craving, or relapse, or to 
augment behavioral treatment approaches. 

The following medications have been approved 
by the FDA for alternative indications and may 
have efficacy in reducing cannabis use. They are 
listed in order of likelihood of clinical use (deter-
mined by a subjective mix of provider familiarity, 
treatment of comorbidities, safety/tolerability, 
and strength of preliminary evidence of efficacy) 
rather than by evidence of efficacy. For exam-
ple, gabapentin is ranked highly and listed first 
because it is commonly used, is well tolerated, 
and can reduce cooccurring anxiety/insomnia 
symptoms,11 despite the fact that it has relatively 
less evidence for efficacy in reducing cannabis 
use. This ordering prioritizes minimization of iat-
rogenic harm, given that the clinical benefits of all 
listed medications are yet to be verified for CUD.

Gabapentin. Gabapentin is a medication 
that blocks the α2δ subunit of voltage-gated 
calcium channels and indirectly modulates 
γ-aminobutyric acid (GABA) signaling. The 
FDA has approved it for a variety of conditions 
including neuropathic pain, and it is frequently 
used off-label for anxiety and insomnia, and to 
treat craving associated with alcohol withdrawal. 
In a placebo-controlled trial (N=50), gabapentin 
administered at 1200 mg/day showed significant 
reductions in objective and subjective markers of 
cannabis use, withdrawal, and craving.12 

N-acetylcysteine (NAC). NAC is a prodrug of 
the amino acid cysteine, and it plays a role in 
controlling glutamate levels. It has been FDA-ap-
proved for more than 50 years and is beneficial in 
preventing liver damage associated with acet-
aminophen overdose. In a randomized controlled 
trial (RCT) of individuals aged 15 to 21 years with 
CUD, participants (N=58) taking NAC at a dose of 
1200 mg twice a day had twice the odds of having 
a negative urine cannabinoid test relative to those 
assigned to placebo (N=58).13 The results of this 
study were not replicated in adults, but subgroup 
analysis found better results in younger adults, 
possibly indicating an age effect.14 

Naltrexone. Naltrexone is a µ-opioid receptor 
antagonist that is approved by the FDA to treat 
opioid and alcohol use disorders. Single doses 
of naltrexone (12-100 mg) have been found to 
enhance misuse-related effects of cannabis.15 
Moreover, daily administration of naltrexone (50 
mg) for 3 weeks reduced cannabis self-adminis-
tration and use in people not seeking treatment 
for CUD.16 

TABLE 1. Diagnostic Criteria for CUD4

1 Cannabis is often taken in larger amounts 
or over a longer period than was intended.

2
There is a persistent desire or 
unsuccessful efforts to cut down or 
control cannabis use. 

3
A great deal of time is spent in activities 
necessary to obtain cannabis, use 
cannabis, or recover from its effects.

4 Craving, or a strong desire or urge to use 
cannabis.  

5
Recurrent cannabis use results in failure 
to fulfill role obligations at work, school, or 
home.        

6
Continued cannabis use, despite 
having persistent or recurrent social 
or interpersonal problems caused or 
exacerbated by the effects of cannabis. 

7
Important social, occupational, or 
recreational activities are given up or 
reduced because of cannabis use.

8 Recurrent cannabis use in situations in 
which it is physically hazardous.

9
Cannabis use continues despite 
knowledge of having a persistent or 
recurrent physical or psychological 
problem that is likely to have been caused 
or exacerbated by cannabis. 

10 Tolerance

11 Withdrawal
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Varenicline. Varenicline is a selective nicotinic 
acetylcholine receptor agonist approved for 
tobacco smoking cessation. In a placebo-con-
trolled pilot trial (N=72), treatment with vareni-
cline was associated with greater rates of can-
nabis abstinence compared with placebo.17 In a 
placebo-controlled laboratory study of co-users of 
nicotine and cannabis, the combination of vareni-
cline and nabilone resulted in increased tobacco 
cessation and attenuated cannabis withdrawal 
symptoms, but it did not demonstrate a reduction 
in cannabis relapse.18

Nabilone. Nabilone is a cannabinoid 1 (CB1) 
receptor agonist with greater CB1 receptor 
affi  nity and effi  cacy, and superior bioavailability 
compared with oral Δ-9-tetrahydrocannabinol 
(THC), the primary psychoactive 
constituent of cannabis. Similar to 
cannabis, it has misuse potential. 
Nabilone is FDA approved as a 
second-line treatment for nausea 
and vomiting associated with che-
motherapy. In a laboratory study, 
6 to 8 mg/day of nabilone reduced 
cannabis use in a laboratory model 
of relapse and reduced symptoms 
of cannabis withdrawal.19

Cannabidiol (CBD). CBD is the 
second most abundant phytocan-
nabinoid in cannabis and cannabis-based prod-
ucts after THC. It is nonintoxicating, has a favor-
able safety profi le, and is the principal compound 
of Epidiolex, which is FDA-approved for specifi c 
seizure disorders. Unlike THC, it has minimal 
direct actions at the CB1 and CB2 receptors. In a 
recent RCT with individuals seeking treatment for 
CUD (N=48), oral CBD (400-800 mg/day) was 
associated with reduced cannabis use, favorable 
retention, and no signifi cant adverse events.20 Of 

note, commercially available OTC CBD products 
should not be used for medical treatment because 
they usually contain lower doses of CBD (eg, 
5-100 mg) than those administered in these stud-
ies, are generally not manufactured according to 
the Good Manufacturing Practices, and frequently 
contain THC.

Management of Cannabis Withdrawal
Cannabis withdrawal symptoms (Table 2) often 
appear 1 day after abstinence; they peak on days 2 
to 6 and remit at around 2 weeks. Most cannabis 
withdrawal symptoms are mild and resolve with-
out treatment or with conservative interventions 
like exercise, relaxation techniques, and over-the-
counter analgesics. However, if these symptoms 
become unmanageable, they can lead to relapse.

Nabiximols. Nabiximols is an oro-
mucosal spray that delivers 2.7 mg 
THC and 2.5 mg CBD per actua-
tion. The FDA has not approved 
nabiximols for any indication in 
the United States; however, it is 
approved in many countries for 
indications that include chronic 
pain and multiple sclerosis. In an 
RCT, it was shown to reduce over-
all severity of withdrawal as well 
as the duration of withdrawal.21 In 
a separate RCT, it was shown to 

reduce days of cannabis use and was well toler-
ated.22

Dronabinol. Dronabinol is an oral synthetic THC, 
and it has an FDA-approved indication for treat-
ing anorexia and for treating nausea in specifi c 
medical conditions. It has been shown to reduce 
general cannabis withdrawal symptoms without 
producing intoxication, but has failed to prevent 
relapse.23,24

Quetiapine. Quetiapine is an atypical antipsy-
chotic that acts at multiple neurotransmitter 
receptors, and it is used for its sedating and 
mood-stabilizing properties at lower doses. It 
is FDA approved for treatment of acute manic 
episodes as well as depressive episodes in bipolar 
disorder. At a dose of 200 mg, this medication 
was shown to attenuate sleep and appetite issues 
caused by cannabis withdrawal; however, it did 
not reduce relapse and may increase drug crav-
ing.25 Other studies have demonstrated a reduc-
tion in CUD severity with higher doses of this 
medication, but participants reported adverse 
eff ects of fatigue and somnolence.26

Mirtazapine. Mirtazapine is an FDA-approved 
antidepressant known for its sedating and appe-
tite-inducing properties. Mirtazapine enhances 
noradrenergic and serotonergic transmission by 
blocking presynaptic inhibitory α2 auto receptors. 
It has been found to improve appetite and sleep; 
however, it had no eff ect in reducing cannabis use 
in a laboratory model of relapse.27

Zolpidem and benzodiazepines. Zolpidem is a 
benzodiazepine-like sedative hypnotic and GABAA

receptor agonist, FDA approved for treating sleep 
onset insomnia. It has been found to ameliorate 
the negative changes in sleep quality and archi-
tecture seen with cannabis withdrawal.28 Nitraze-
pam is a short-acting benzodiazepine and GABAA

receptor agonist that has been shown to improve 
objective sleep measures when given to individu-
als with cannabis withdrawal.29

Guanfacine. Guanfacine is an α2A-adrenergic 
agonist that has been approved by the FDA to 
treat attention-defi cit/hyperactivity disorder in 
children and adolescents. In a within-subject 
study, guanfacine (2 mg at night) reduced ratings 
of irritability and improved sleep during cannabis 

TABLE 2. Common 
Symptoms 
Associated With 
Cannabis Withdrawal
Disrupted sleep
Anxiety
Decreased appetite
Irritability
Restlessness
Depressed mood
Physical discomfort

FIGURE 2. A Theoretical Treatment Algorithm for CUD With the Goal of Abstinence

Screen for problematic cannabis use
Identify cooccuring disorders

Follow-up 
visits

UDS

Collateral 
support

CMCBT

MET

Gabapentin: For cooccuring 
pain, anxiety, insomnia or AUD

NAC: For patients aged 15-21

Naltrexone: For cooccuring 
AUD or OUD

Varenicline: For cooccuring 
tobacco use disorder

Withdrawal management

Start CUD treatment
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And in Figure 2, the text for the last point in 
“O� -Label Medications” (the orange box 
-- Varenicline). The full point should say 
“Varenicline: For co-occurring tobacco 
use disorder,” but “tobacco use disorder” 
isn’t there. I tried to add the text in InCopy, 
but there isn’t space without making the 
text smaller, which would look inconsistent 
with the rest of the fi gure. Maybe you could 
make the graphic box around that section 
bigger?
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withdrawal. The medication was well tolerated but 
did not reduce cannabis use in a laboratory model 
of relapse.30 Lofexidine, another α2 adrenergic 
agonist FDA approved for mitigating symptoms 
associated with opioid withdrawal, was shown to 
reduce cannabis withdrawal in a laboratory model 
of relapse when combined with oral THC.31 

Other Treatments
Medications from other drug classes have been 
tested in the treatment of CUD, but most have 
shown little or no effect on reducing cannabis 
use. Some medications, such as topiramate32 and 
lorcaserin,33 have shown preliminary efficacy in 
treating CUD, but they have tolerability issues or 
are no longer FDA approved. Oxytocin has some 
evidence for supplementing psychosocial inter-
ventions,34 but it is unlikely to be used without 
further study. Novel drugs not yet approved by 
the FDA for any indication, such as fatty acid 
amide hydrolase inhibitors, have potential effi-
cacy in treating CUD and are undergoing mul-
tisite trials, but they are not available for clinical 
use at this time.35 

Concluding Thoughts
The prevalence of CUD is increasing in lock 
step with rates of cannabis use due to changes 
in legalization and other sociopolitical factors. 
Behavioral interventions are the current mainstay 
of evidence-based treatment; nevertheless, they 
can be challenging to implement and show lim-
ited efficacy in maintaining long-term abstinence. 
No FDA-approved medications are available for 
CUD, but some studies show potential off-label 
utility in mitigating withdrawal and maintaining 
abstinence. Further research will be needed to 
clarify definitive treatment guidelines for this 
increasingly relevant condition. 

Dr Lochte is a psychiatry resident at University of Califor-
nia, Los Angeles (UCLA). Dr Cooper is the director of the 
UCLA Center for Cannabis and Cannabinoids in the Jane 
and Terry Semel Institute for Neuroscience and Human 
Behavior. She is also an associate professor-in-resi-
dence in the Department of Psychiatry and Biobehavioral 
Sciences at UCLA’s David Geffen School of Medicine. 

Dr Mooney is an addiction psychiatrist and associate 
clinical professor at UCLA, where she directs the UCLA 
Addiction Medicine Clinic. 
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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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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)

This holiday share your 
gift with others

NOW HIRING ON-SITE
PSYCHIATRISTS

at the Logan, Dixon, and Pontiac correctional centers

Competitive salary • Full- and part-time opportunities

For more info, please contact:
Robert Mills, Staffing Consultant

412-937-8590 ext. 315 • rmills@wexfordhealth.com  

jobs.wexfordhealth.com

UMass Chan Medical School

UMass Memorial Health Care

UMass Memorial Health and the University of 
Massachusetts Chan Medical School currently have 

openings within the Department of Psychiatry.
The Department of Psychiatry is a 
national leader in addiction, biological, 
child and adolescent, and public sector, 
psychiatry, neuropsychiatry, psychoso-
cial rehabilitation, and women’s men-
tal health. We integrate our clinical, 
research, teaching and community 
partnership activities to help individu-
als and families transform their lives 
through recovery from mental illness 
and addiction. We are the largest pro-
vider of psychiatric services in central 
Massachusetts, with over 400 faculty 
members and 12 hospitals and com-
munity mental health centers in varied 
settings across the state.

Our residency program trains 7 resi-
dents per year, including general psy-
chiatry and specialty tracks for com-
bined adult and child psychiatry and 
combined psychiatry and neurology. 

We offer fellowships in Addiction, 
Adult Developmental Disabilities, 
Child and Adolescent, Forensic Psy-
chiatry, and Neuropsychiatry. 

Diversity, equity, and inclusion are 
integral to the commitment of the De-
partment and University. Accordingly, 
the Department seeks qualified candi-
dates who can contribute to racial eq-
uity, diversity and inclusion through 
service, mentorship, teaching and 
scholarship. Candidates from histori-
cally underrepresented group(s) in 
higher education and medicine are 
encouraged to apply. Candidates who 
possess personal characteristics that 
might be considered as diversifying 
elements among the clinical team and 
the larger psychiatry faculty at UMass 
Chan are invited to identify themselves 
during the application process.

Area Medical Director 
(DMH Southeast Area):
Primary responsibility is 
to provide administrative 
and clinical oversight for 
the DMH operated and 

contracted community and 
facility based service 

system.

Facility Medical 
Director (Cape Cod and 
Islands Mental Health 
Center, Pocasset, MA): 
Provides administrative 

and clinical oversight for 
the DMH-operated and 
contracted state hospital 
and community support 

programs. Clinical Care in 
our Partial Hospital 

program.

Full-Time Psychiatrist, 
Worcester Recovery 
Center and Hospital 

(WRCH) - 2 new 
inpatient positions for 

WRCH expansion.

Director of Therapeutic 
Services, Child and 

Adolescent Psychologist, 
Worcester Recovery 
Center and Hospital 

(WRCH)

Researcher, 
Psychologist/

Psychiatrist, UMass 
Chan Medical School – 3 

open research positions

Interested applicants should apply directly at 
https://academicjobsonline.org/ajo/UMASSMED/Psych

(J-1 and H-1B candidates are welcome to apply)

Medical Director, 
Psychiatric Treatment 
and Recovery Center 
(PTRC) - oversee all 

program functions for this 
26-bed locked, acute 

psychiatric unit as well as 
coordinate and deliver 

clinical care 

Attending, Psychiatric 
Treatment and Recovery 
Center (PTRC) - provide 

direct clinical services 
and work with medical 
students & residents on 

this teaching unit

Attending, Psychiatrist 
(Rotating/Cross 

Coverage) - provide 
clinical rotating cross-

coverage within the 
Department of Psychiatry 

for vacations and 
extended medical leaves. 

Associate Medical 
Director, Community 

Healthlink (CHL) - the 
ideal candidate will have 

a demonstrated 
commitment and passion 
for community psychiatry 

and an interest in a 
leadership role advocating 

for and promoting the 
wellbeing of traditionally 
underserved populations.

 Interested applicants should submit a letter of interest and curriculum vitae 
addressed to Kimberly A. Yonkers, MD  c/o Carolina Mallea

carolina.mallea@umassmemorial.org 
 http://jobs.jobvite.com/umassmemorialmedicalgroupphysicians/search?q=&d=Psychiatry

As the leading employer in the Worcester area, we seek talent and 
ideas from individuals of varied backgrounds and viewpoints.

UMass Memorial Health and the University of Massachusetts Chan Medical School 
currently have openings within the Department of Psychiatry.

The Department of Psychiatry is a national leader in addiction, biological, child and adolescent, and public sector, 
psychiatry, neuropsychiatry, psychosocial rehabilitation, and women’s mental health. We integrate our clinical, research, 
teaching and community partnership activities to help individuals and families transform their lives through recovery from 
mental illness and addiction. We are the largest provider of psychiatric services in central Massachusetts, with over 400
faculty members and 12 hospitals and community mental health centers in varied settings across the state, from urban 
clinics to beautiful shore-side facilities such as Cape Cod.

Our residency program trains 7 residents per year, including general psychiatry and specialty tracks for combined adult 
and child psychiatry and combined psychiatry and neurology. We offer fellowships in Addiction, Adult Developmental 
Disabilities, Child and Adolescent, Forensic Psychiatry, and Neuropsychiatry. 

Diversity, equity, and inclusion are integral to the commitment of the Department and University. Accordingly, the 
Department seeks qualified candidates who can contribute to racial equity, diversity and inclusion through service, 
mentorship, teaching and scholarship. Further, the Department is keenly interested in diversifying its faculty and staff and 
encourages applications from diverse candidates. Candidates from historically underrepresented group(s) in higher 
education and medicine are encouraged to apply. Candidates who possess personal characteristics that might be 
considered as diversifying elements among the clinical team and the larger psychiatry faculty at UMMS are invited to 
identify themselves during the application process.

UMass Chan Medical School UMass Memorial Health
Area Medical Director, Department of Mental Health Office 

of Inpatient Management (Boston, MA): provide 
administrative and clinical oversight for the DMH operated 

facility-based service system statewide.

Full-Time Psychiatrist (Brockton Multi-Service Center, 
Brockton, MA): Outpatient services.

Full-Time Psychiatrist (Worcester Recovery Center and 
Hospital, Worcester, MA): 2 new inpatient positions for WRCH 

expansion.

Forensic Psychiatrist (Worcester Recovery Center and 
Hospital, Worcester, MA): Inpatient Evaluation and Treatment.

Forensic Psychologist (Worcester Recovery Center and 
Hospital, Worcester, MA): Provides evaluations of competence 
to stand trial, criminal responsibility, civil commitment, and aid-

in sentencing.

Geriatric Researcher, Psychologist/Psychiatrist (UMMS,
Worcester, MA)

Part-Time Psychiatrist (Pocasset): for the Partial Hospital 
Program at Cape Cod and Islands Mental Health Center 

For additional information on the above, please contact:
Marie Hobart, MD, Vice Chair, Public Sector Psychiatry 

marie.hobart@umassmed.edu

Interested applicants should apply directly at 
https://academicjobsonline.org/ajo/UMASSMED/Psych

Attending Psychiatrist Women’s Health, OPD (Worcester, 
MA): provide opportunities 

for integrating mental health care into obstetric 
settings through education, consultation, and telepsychiatry

(2) Associate Medical Director, CHL (Worcester and North 
County MA): Provide psychiatric and medical supervision 

General Adult Outpatient Psychiatrist, CHL (Worcester, 
MA): Outpatient evaluation, consultation, and treatment, 

collaborating with other providers.

Medical Director, PTRC (Worcester, MA): Provide 
psychiatric and medical supervision services to mental health 

and substance abuse treatment to a 26-bed locked unit

Inpatient Psychiatrist, PTRC (Worcester, MA): Provide 
psychiatric services to mental health and substance abuse 

treatment to a 26-bed locked unit. 

FT Clinical Rotating Adult Attending Psychiatrist 
(Worcester, MA):

flexibility in clinical care, ranging from inpatient to emergency 
mental health services. 

Interested applicants should submit a letter of interest and 
curriculum vitae addressed to

Kimberly A. Yonkers, MD:
c/o: Jessica Saintelus, Physician Recruiter

Jessica.Saintelus@umassmemorial.org
http://jobs.jobvite.com/umassmemorialmedicalgroupphysicians
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Psychiatrists

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

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

Service
• Attending Psychiatrist – Psychiatric Emergency 

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

Psychiatry Service

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

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

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

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

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

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

Employer M/F/D/V

See what it is like to work at H+H   

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

PSYCHIATRIST to work full-time in El 
Segundo, CA. Must have medical degree 

and CA medical license.  Send CV to 
Mark David Levine, M.D., Professional 
Corporation 3835 N. Freeway Blvd., Ste 
100, Sacramento, CA 95834 or email to: 

erika.owen@mindpath.com

PSYCHIATRIST to work full-time in 
Riverside, CA. Must have medical degree 

and CA medical license.  Send CV to 
Mark David Levine, M.D., Professional 
Corporation 3835 N. Freeway Blvd., Ste 
100, Sacramento, CA 95834 or email to: 

erika.owen@mindpath.com

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

Adult Psychiatrist – FT
Orange County

Adult and Older Adult Behavioral Health 
Services (AOABH) provides recovery-
oriented behavioral health services and 
episodic treatment services through a 

range of outpatient and residential 
treatment programs which emphasize 

individual needs, strengths, choices, and 
involvement in service planning and 

implementation. This position provides 
direct client care and may also provide 

supervision to an on-site Behavioral 
Health Nurse Practitioner.

Compensation
•  $282,588.80 - $306,550.40 Annually
•  Five (5) days Continuing Medical 

Education paid leave per year.
•  Educational and Professional 

Reimbursement of $10,000 per year
•  No Call Responsibilities
•  Flexible work schedules may be 

available.
• Psychiatrist Loan Repayment Program

For more information, contact 
Alfredo Salazar at (714) 834-5304 or 

Alsalazar@ochca.com
EEO

Child Psychiatrist – Full Time
Orange County, CA

The ideal candidate will be American 
Board of Psychiatry and Neurology 

certified in child and adolescent psychiatry 
or have completed a two year fellowship in 
child and adolescent psychiatry and have 

the ability to use an EHR.

Compensation
•  $282,588.80 - $306,550.40 Annually
•  Five (5) days Continuing Medical 

Education paid leave per year.

•  Educational and Professional 
Reimbursement of $10,000 per year

•  No Call Responsibilities
•  Flexible work schedules may be 

available.
•  Psychiatrist Loan Repayment Program

For more information, contact
Janeth Boudreaux at (714) 834-2217 

or jboudreaux@ochca.com
EEO

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 
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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

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

CALL TODAY
(609) 495-4367

WANT TO
PLACE AN AD?

RETHINK CLASSIFIEDS WITH

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

Psychiatric Times™ classifi eds 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 

o� erings to leading mental health professionals.

Ohio
Cincinnati outpatient mental 
health and substance abuse 

practice for sale

Retiring after 20 years.

Please call Abe 513-288-5311 or 
email 8833icare@gmail.com



There are many options for treatment of adult ADHD, and even more factors 
that influence the efficacy of each drug for each patient. 

Gain confidence in ADHD treatment decision-making with our PsychView 
series, “Novel Delivery Systems Utilized in the Treatment of Adult ADHD.”

Join Theresa Cerulli, MD, and Anthony Rostain, MD, MA, as they delve 
into the different ADHD drugs for adults, with a breakdown of the 
data surrounding the FDA approval of serdexmethylphenidate/
dexmethylphenidate. Check out the series!

Novel Delivery Systems Utilized
in the Treatment of Adult ADHD

Scan QR code
to watch now

Recent Spikes in Adult
ADHD Diagnoses

Scan QR code
to watch now

Signs and Symptoms
of Adult ADHD

Theresa Cerulli, MD Anthony Rostain, MD, MA

Speakers
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