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Much has been written about the stagnation of psychopharmacology for 
the treatment of schizophrenia. All US Food and Drug Administration 
(FDA)-approved medications for the treatment of the core symptoms of 
schizophrenia—psychosis, negative symptoms, and cognitive symptoms—
are dopamine-2 (D2) receptor blockers, each of which has unique addi-
tional properties at other receptor systems. 
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PART 1

Forgive Our Divisiveness
J. Eric Vance, MD

Why can’t humans get along? It seems we 
always need to pick 1 side of the fence or the 
other from which to argue. Us or them, Repub-

lican or Democrat, Christian or Muslim, Jew or 
gentile, nature or nurture, black or white, mind 
or body—and on and on. Philosophers have 
recognized our dualistic nature for thousands 
of years. How did we come to be so polarized 
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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.
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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

References: 1. Auvelity [Prescribing Information]. Axsome Therapeutics, Inc.: New York, NY 
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IMPORTANT SAFETY INFORMATION (CONT’D)
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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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Axsome Therapeutics, Inc. New York, NY 10007
AUVELITY, AXSOME and its logos are trademarks or   
registered trademarks of Axsome Therapeutics, Inc.
©2022 Axsome Therapeutics, Inc. All rights reserved.
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of years. How did we come to be so polarized 
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Forgive Our Divisiveness
J. Eric Vance, MD

With the holiday season leaving as quickly as it 
arrived, we face a new year with a clean slate—and a 
new look. Based on feedback from you, our readers, 
we refreshened the feel of the publication. Although 
the visual changes are subtle, our goal is to better 
highlight and provide the information you want and 
need to know to stay up-to-date with the latest in 
psychiatry. 

In this issue, for example, you will fi nd informa-
tion about potential new treatments in schizophre-
nia. In the cover article, our editor in chief, John 
J. Miller, MD, shares his excitement regarding 
the additional options and formulations to further 
enhance patient care and improve outcomes. Of 
course, as Auld Lang Syne reminds us, old friends 
should not be forgotten as we look to progress 
and new tools. With that in mind, our CME article 

focuses on another type of tool—
recovery-oriented cognitive ther-

apy (CT-R). Paul M. Grant, PhD; and Ellen Inverso, 
PsyD, explain how CT-R promotes wellness and 
empowerment for individuals experiencing serious 
mental health challenges, as well as provide strate-
gies for using such in your practice.

Poet Edith Lovejoy Pierce once said, “We will 
open the book. Its pages are blank. We are going 
to put words on them ourselves. The book is called 
Opportunity and its fi rst chapter is New Year’s Day.” 
Although nobody is assured a happily ever after, we 
hope that cover to cover, Psychiatric TimesTM can 
help you in writing this book, complete with some 
great plot twists. 

Mike Hennessy Jr
President and CEO, MJH Life Sciences®

The Book of Opportunities
Publisher’s Note
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Keep the Cart Behind the Horse:
Privilege and Responsibility 
as a Provider

T he privilege of practicing medicine is 
accompanied by immense responsibilities. 
Medicine is an imperfect profession, as all 
human professions and actions are imper-
fect, and our current treatments are the 

result of hundreds of years of trial and error that inherently 
produce results that are at times spectacularly successful 
or eventually reveal pain and suff ering. Antibiotics come 
to mind as a paradigm-changing benefi t to the treatment 
of infectious diseases. Anesthesia modernized surgery 
with dramatic benefi ts for the patient. However, some of 
our treatments, although initially believed to be safe and 
eff ective, ultimately were found to cause signifi cant harm 
in some patients (Table 1). 

To maximize positive clinical outcomes and minimize 
harm, we as health care providers undergo rigorous 
medical education and supervision, which culminates in 
a license to practice. Practice is indeed the correct verb in 
medicine, as we never perfect our learning and clinical acu-
men. Medicine is a constant work in progress, with some 
established dogmas of the past falling by the wayside as our 
understanding forges ahead with new discoveries and treat-
ments. As such, it is our responsibility to educate and reed-
ucate ourselves about our armamentarium of medications, 
especially when considering their therapeutic worth. As the 
opioid crisis has taught us, this is imperative when recom-
mending or prescribing drugs with an abuse potential.

Over the past several years, psilocybin, 3,4-methyl enedi-
oxy methamphetamine (MDMA), and esketamine/ketamine 
have become common topics of conversation throughout 
the United States in a casual manner that lacks the context 
needed to understand their current or possible future role 
in routine psychiatric practice. Without the guardrails of 
evidence-based medical research, submission for US Food 
and Drug Administration (FDA) approval, and (if approved) 
Drug Enforcement Administration (DEA) scheduling, these 
drugs have the potential to cause signifi cant harm. Equally 
important, medical professionals must become educated 
about their established clinical benefi ts before these guard-
rails have been implemented. Only then can an ethical 
discussion about their potential benefi ts, risks, and adverse 
eff ects occur without a clinician’s personal biases intruding 
and contaminating a patient’s understanding.

There is nothing special or unique about ketamine, 
psilocybin, or MDMA. The diversion, misuse, and abuse of 
drugs has been interwoven in all cultures throughout the 
history of medicine. In fact, all 3 agents were established 
drugs of abuse during my training in medical school and 

residency, although the more common drugs of abuse (both 
then and now) include alcohol, cannabis (various percent-
ages of tetrahydrocannabinol/cannabidiol [THC/CBD]), 
tobacco products, methylphenidate, dextroamphetamine, 
cocaine, and heroin. 

In many instances, drugs that are now regulated by the 
DEA as controlled substances, or that have been deemed ille-
gal and classifi ed as Schedule I, were once readily available 
from numerous sources. Cocaine and opium are 2 classic 
examples. Cocaine, a Schedule II drug, is actually legal 
to prescribe in an emergency department setting. Opium 
served as the progenitor to the vast array of µ-opioid recep-
tor agonizing analgesics that became the backbone for pain 
management until recently. (Interestingly, the alarm is due 
to overprescribing, unintentional addiction resulting from 
opioid tolerance, and a rapidly escalating US death rate from 
accidental opioid overdose.) So where does that leave us in 
terms of psilocybin, MDMA, and esketamine/ketamine? And 
how do they measure up against other drugs of abuse?

Alcohol and Tobacco
All drugs are not dispensed and administered by health care 
professionals. Two of the drugs with the highest contri-
butions to mortality in the United States are regulated by 
the US Department of the Treasury’s Alcohol and Tobacco 

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

TABLE 1. FDA-Approved Drugs Initially Believed to Be Safe 
These drugs ultimately demonstrated signifi cant serious adverse 
e� ects and were either withdrawn from the market, had their package 
inserts changed with an easily recognized warning, or were approved 
with a required risk evaluation and mitigation strategy (REMS) protocol.

Drug Adverse event

Thalidomide Severe birth defects

Clozapine Neutropenia and agranulocytosis

Isotretinoin Severe birth defects

Astemizole Serious drug-drug interactions

Terfenadine Serious drug-drug interactions

Tegaserod Cardiovascular ischemic events

Fenfl uramine Cardiac valve disease

Pergolide Cardiac valve disease

Esketamine Sedation, dissociation, increased blood 
pressure
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FROM THE EDITOR

Tax and Trade Bureau: alcohol and 
tobacco. Alcohol, one of the oldest 
and most commonly used and abused 
drugs in the world, made headlines 
recently in a JAMA article that 
concluded that amongst adults in the 
United States aged 20 to 64 years, a 
whopping 1 in 8 deaths were attrib-
utable to excessive alcohol use from 
2015 to 2019.1

Our goal, thus, should be to help 
prevent and address the abuse of 
these 2 drugs among our patients.

Esketamine
Intranasal esketamine—1 of the 2 
active isomers of ketamine—was 
FDA approved for use in treat-
ment-resistant depression in the 
United States in 2019. The evi-
dence-based medical guidelines 
for the use of esketamine are well 
established, and my colleagues who 
administer this treatment report 
significant efficacy in some patients 
who had previously failed trials of 

other established treatments for 
depression. Regrettably, this specific 
and highly regulated FDA approval 
of esketamine served as a green light 
to many clinicians and nonclinicians 
alike to administer ketamine in a 
range of settings with lax protocols 
that are not evidence based and will 
likely result in harm to patients. (See 
my October 2022 editorial, in which 
I explored this issue in depth.2)

Psilocybin
Psilocybin is undergoing phase 3 
clinical trials for treatment-resistant 
depression and is being studied for 
a wide range of disorders in various 
phases of development, with approx-
imately 72 clinical trials currently 
registered with the FDA.3 As of 
today, psilocybin, currently a Sched-
ule I drug, has no role in clinical 
medicine outside of these trials. Due 
to the media’s coverage of ongoing 
investigational registration trials, 
there is a misperception throughout 

the United States that psilocybin can 
treat depression, with a large array 
of therapists offering their services 
to oversee patients’ psilocybin expe-
riences. As licensed medical prac-
titioners, we are obliged to educate 
our patients—and the greater soci-
ety—that there is no current role for 
psilocybin in clinical medicine. We 
must await the completion and FDA 
evaluation of the phase 3 clinical tri-
als, as is the case for any other drug 
seeking FDA approval for use.

Furthermore, the clinical trials 
with psilocybin involve comprehen-
sive treatment protocols that are 
as integral a part of the treatment 
intervention as the psilocybin itself. 
As with any medical treatment, these 
investigational trials will determine 
the precise dose of psilocybin, the 
age range for use, accompanying 
elements of the treatment (such as 
having a treatment-specific trained 
health care provider present), type of 
treatment setting required, contrain-
dications, dosing frequency, length 
of treatment, and risks/benefits/
adverse effects. 

Findings from a recently com-
pleted phase 2 double-blind trial of 
psilocybin for treatment-resistant 
depression demonstrated a poten-
tial complex treatment protocol.4 
Study participants were outpatients 
experiencing a depressive episode 
who met criteria for treatment-re-
sistant depression, with documen-
tation of nonresponse to 2 to 4 
adequate antidepressant trials. The 
individuals were randomized in a 
double-blind ratio of 1:1:1 to receive 
psilocybin doses of 25 mg, 10 mg, or 
1 mg (control group). During a 3– 
to 6–week run, all antidepressants 
were tapered and discontinued by 2 
weeks before the actual trial began. 
This time included at least 3 sessions 
with a therapist for psychoeduca-
tion, preparation for the psychedelic 
experience, and to build trust.

On day 1, the participants received 
their randomized dose of psilocybin 
and spent 6 to 8 hours in a calm and 
nonclinical treatment room, wearing 
eyeshades, and listening to a specific 
music playlist in the presence of 
the lead therapist and an assistant 
therapist. Two integration sessions 
occurred with the same therapist on 
days 2 and 7. The study participants 
were followed and evaluated for 12 
weeks after their single dose of psi-

locybin. The primary outcome was 
change from baseline (the day before 
receiving the psilocybin) to week 3 in 
the Montgomery-Asberg Depression 
Rating Scale (MADRS) score. The 25 
mg but not the 10 mg dose demon-
strated a significant improvement in 
MADRS score compared with the 1 
mg dose at 3 weeks.

MDMA
Based on the robust outcomes in 
phase 2 and 3 studies, it is likely that 
MDMA will be submitted for FDA 
approval for posttraumatic stress 
disorder (PTSD) before psilocybin 
is submitted for FDA approval for 
treatment-resistant depression. 
In the phase 3 study, participants 
with severe PTSD with significant 
comorbidities received 3 doses of 
MDMA or placebo in combination 
with manualized therapy, followed 
by 9 integrative therapy sessions, 
over 18 weeks. The MDMA-treated 
group demonstrated “a significant 
and robust attenuation of PTSD 
symptoms and functional impair-
ment as assessed using the CAPS-5 
[Clinician-Administered PTSD Scale 
for DSM-5] and SDS [Severity of 
Dependence Scale], respectively.”5-7

Currently, psilocybin and MDMA 
are both Schedule I drugs in the 
United States, making them illegal 
and characterized by the Controlled 
Substances Act as having “no cur-
rently accepted medical use and a 
high potential for abuse”—qualities 
that ongoing preclinical studies 
are calling into question. Despite 
this, both drugs have been granted 
breakthrough therapy designation 
by the FDA. The Schedule I status 
creates a huge obstacle for research-
ers and serves to significantly slow 
down potential advances in research. 
On November 17, 2022, US Senators 
Cory Booker (D-NJ) and Rand Paul 
(R-KY) introduced the Breakthrough 
Therapies Act, which would allow 
the DEA to reclassify a Schedule I 
drug as Schedule II if the drug was 
granted breakthrough therapy des-
ignation status by the FDA based on 
established preclinical research.8

Concluding Thoughts
As health care providers, we must 
refrain from non–evidence-based 
treatment, especially when it 
involves Schedule I drugs. Cannabis, 
MDMA, and psilocybin all fall into 

TABLE 2. Drugs of Common Abuse and Misuse 

Drug
DEA 
Schedule 

FDA-approved 
clinical uses

Miscellaneous 
notes

Psilocybin 1 None Legal in Oregon 
& Colorado with 
qualifiers

MDMA 1 None Common street 
name, ecstasy

THC/CBD 1 None Legal status varies 
by state

Cocaine 2 Nasal mucosal 
anesthesia

Methylphenidate 2 ADHD
Narcolepsy

Dextroamphetamine 2 ADHD
Narcolepsy

Ketamine 3 Anesthesia
Pain control

Esketamine 3 Major depression 
augmentation

Cannabidiol Non- 
scheduled

Seizure disorders Seizures associated 
with TSC, LGS, DS*

Propofol Non- 
scheduled

Anesthesia
ICU sedation

Tobacco N/A N/A Regulated by TTB

Ethanol (alcohol) N/A N/A Regulated by TTB

ADHD, attention-deficit/hyperactivity disorder; CBD, cannabidiol; DEA, Drug Enforcement 
Administration; DS, Dravet syndrome; FDA, Food and Drug Administration; ICU, intensive care 
unit; LGS, Lennox-Gastaut syndrome; MDMA, 3,4-methylenedioxymethamphetamine; N/A, not 
applicable; THC, tetrahydrocannabinol; TSC, tuberous sclerosis complex; TTB, Alcohol and 
Tobacco Tax and Trade Bureau. 
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this category. COVID-19 created treat-
ment access challenges that resulted in 
the DEA temporarily loosening previ-
ously necessary regulations to allow 
the continued prescribing of controlled 
substances. Sadly, opportunists slipped 
through and created organized and exten-
sive “clinical” websites providing easy 
access to psychostimulants (Schedule II 
drugs) for presumed ADHD, as well as 
numerous “at-home ketamine” (Schedule 
III drug) treatments for whatever ails 
you. It is time for the DEA to reinstate its 
pre–COVID-19 regulations. This will plug 
1 dangerous hole in the leaking dam.

Understandably, there is a lot of 
excitement from clinicians and patients 
alike about the possibility of future FDA 
approval of MDMA-assisted therapy for 
severe PTSD and psilocybin protocols for 
treatment-resistant depression—2 diag-
nostic categories with a huge unmet need 
for novel and improved treatments. Most 
competent and ethical health care provid-
ers would not recommend their patient 
have ethanol-assisted or tobacco-assisted 
treatment for their PTSD or depression, 
despite these drugs being legal and non-
scheduled by the DEA. For clinicians who 
work in a state where cannabis is legal, 
I would not recommend THC-assisted 
therapy. As competent and reproducible 
clinical research data accumulate on the 
possible psychiatric applications for psi-
locybin and MDMA, we must nurture our 
patience. 

Reflecting on a good piece of advice, 
let’s keep the cart behind the horse.
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D2-blocking antipsychotics appear very close 
to finding themselves in the company of novel 
medications that treat schizophrenia by their 
action on non–D2 receptors, most notably as 
agonists at muscarinic acetylcholine receptors 
(mAChRs) 1 and 4, and the trace amine–associ-
ated receptor (TAAR) 1 (Table 1). Before explor-
ing these novel mechanisms, let us review our 
current armamentarium for treating individuals 
with schizophrenia.

The Birth of Antipsychotics
Chlorpromazine (Thorazine), a “dirty” molecule 
with activity at a wide range of neurotransmitter 
receptors, began this D2-blocker trajectory in 
the early 1950s. Initial attempts at improving 
efficacy and tolerability led to the development 
of D2 blockers that in retrospect were “too clean,” 
including haloperidol (Haldol) and fluphenazine 
(Prolixin). We learned from these selectively 
potent drugs that although they did treat psy-
chotic symptoms, they worsened the negative and 
cognitive symptoms by blocking the D2 recep-
tors in other important brain regions, as well as 
causing significantly more movement disorders 
and hyperprolactinemia. Significantly, over 
years and decades it is the negative and cognitive 
symptoms that contribute most to the progressive 
disability in many individuals with schizophrenia. 
Prior to chlorpromazine’s arrival in the United 
States, individuals with schizophrenia were often 
chronically institutionalized not for their positive 
symptoms, but for their negative and cognitive 
symptoms—hence the previous commonly used 
term dementia praecox (early-onset dementia).

Second-Generation Antipsychotics
Clozapine (Clozaril), initially developed in the 
1950s, stood out as an effective antipsychotic for 
treatment-resistant patients, but its adoption in 
the United States was significantly delayed due to 
concerns of well-established severe neutropenia. 
Following reports of dramatic responses in some 
patients in other countries, clozapine was even-
tually FDA approved in 1989. The notable novel 
properties of clozapine included its activity at 
specific serotonin receptors, especially as a 5HT1A 
partial agonist and a 5HT2A antagonist. Clozapine 
remains our most effective antipsychotic and is 
the only drug FDA approved for treatment-resis-
tant schizophrenia. Despite continuing research, 
we still do not understand the pharmacology that 
contributes to clozapine’s superior efficacy over 
other antipsychotics. 

Continued research in an ongoing attempt to 
improve efficacy and tolerability led to 2 sub-
classes of antipsychotics: the “apines” (olanzap-

ine, quetiapine, and asenapine, with structural 
similarity to clozapine) and the “odones” (risperi-
done, ziprasidone, paliperidone, iloperidone, and 
lurasidone), drugs that combined D2 blockade 
with 5HT2A antagonism and varying degrees of 
5HT1A partial agonism. These second-generation 
antipsychotics continue to cause various move-
ment disorders, albeit at about half the incidence 
and prevalence rates as the first generation.1,2

Additionally, some of these antipsychotics sig-
nificantly increase the risk of weight gain, hyper-
glycemia or increased insulin levels, elevated 
lipids, sedation, and elevated prolactin.

Third-Generation Antipsychotics
In 2002, a novel class of antipsychotics arose 
with the FDA approval of aripiprazole (Abilify), 
a very potent D2 antagonist with intrinsic D2 
partial agonism. When aripiprazole (A) is dosed 
to D2 receptor–antagonism saturation, the fixed 
amount of D2 partial agonism (based on the mol-
ecules’ physical chemistry properties) determines 
the maximum “functional” D2 antagonism that 
the brain would experience. Additional mem-
bers of this family are brexpiprazole (B; Rexulti) 
and cariprazine (C; Vraylar). One of the shared 
properties of these “A, B, C” antipsychotics is that 
they do not raise prolactin levels as a direct result 
of their D2 receptor intrinsic partial agonism that 
prevents the postsynaptic intracellular environ-
ment from achieving more than 70% functional 
antagonism, a threshold required to raise prolac-
tin at the tuberoinfundibular tract. Initial specu-
lation that this D2 receptor–antagonism/partial 
agonism property would minimize or eliminate 
movement disorders resulting from their activity 

From the Cover

Rx Evolution
TABLE 1. Select Drugs in Clinical Development 
for Schizophrenia

Drug Putative mechanism of action

Pimavanserin 5-HT2A inverse agonist/antagonist

Roluperidone    5-HT2A, sigma-2, and alpha1A 
adrenergic receptor antagonist

Xanomeline-
trospium

Selective mAChR1 and 4 agonist/
peripherally restricted mAChR 
antagonist

Emraclidine mAChR4-positive allosteric 
modulator

Ulotaront TAAR1 and 5-HT1A agonist

Ralmitaront TAAR1 partial agonist

Table 1 lists the putative mechanism of action for drugs without 
activity at dopamine receptors currently in various stages of 
clinical development. 
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Schizophrenia & Psychosis

at the dorsal striatum proved to be incorrect, as 
akathisia and risk of tardive dyskinesia occur.

Finally, in 2019, lumateperone (Caplyta) was 
FDA approved for schizophrenia. This agent is 
functionally in a class of its own, with extremely 
potent 5HT2A antagonism and modest D2 antag-
onism, serotonin reuptake inhibition, and D1 
receptor modulation.

Treating All Symptoms
Despite an impressive and heroic progression 
of research into the pathophysiology of schizo-
phrenia, development of novel agents, and 
improvements in developing and delivering an 
accompanying essential array of biopsychosocial 
treatments and supports, the lifetime progno-
sis for many individuals with schizophrenia 
remains poor. Epidemiological data indicate 
that an individual with schizophrenia will die 
on average 20 years earlier than age-matched 
healthy individuals. Looking at the 1 dimension 
in which pharmacotherapy has had the greatest 
treatment results, psychotic symptoms, a stagger-
ing one-third of individuals with schizophrenia 
remain psychotic despite aggressive treatment. 
Another third continue with intermittent relapses 
of positive symptoms combined with progres-
sive negative symptoms and cognitive decline. 
Currently there are no FDA-approved treatments 
to treat the negative and cognitive symptoms, 
which ultimately cause the greatest lifetime 
functional impairment.

As an exercise in curiosity, looking at our cur-
rent understanding of the human brain through 
the eyes of a medication and psychiatric nosol-
ogy–naïve basic neuroscientist, a reasonable and 
insightful assessment would be confusion as to 
why so much time, energy, and resources have 
remained focused on the 2 neurotransmitters 
dopamine and serotonin when there is so much 
more going on in our brains. To be fair, research-
ers have explored many alternative paths, but 
there has been no ultimate clinical advancement 
in treatments. It is likely that the dopamine 
stagnation will soon end. The current pipeline 
is bursting with fresh air. Let us explore the 3 
novel mechanisms—all with no direct dopamine 
activity: drugs that continue to bind to serotonin 
receptors; drugs that agonize central mAChRs; 
and drugs that agonize the novel TAAR 1.

Serotonin Activity – 5HT2A
PIMAVANSERIN. Currently, pimavanserin (Nupla-
zid) is only FDA approved to treat hallucinations 
and delusions associated with Parkinson disease 
psychosis, for which it received approval in 2016. 
Significantly, it lacks any activity at dopamine 
receptors and its primary mechanism of action is 
believed to be related to its potent 5-HT2A inverse 
agonist/antagonist activity. In theory, it is possible 
that increased antagonism at the 5-HT2A recep-
tor may improve negative symptoms, as well as 
possibly enhance the antipsychotic effect as an 
augmentation agent to a primary antipsychotic 

medication. It is well established that the 3 hallu-
cinogens psilocybin, mescaline, and LSD all share 
the primary mechanism of 5-HT2A agonism. 
This fact suggests that the 5-HT2A receptor may 
somehow contribute to psychotic symptoms in 
schizophrenia. 

Two studies were designed to explore these 
potential clinical benefits. The ADVANCE trial was 
a double-blind, placebo-controlled, randomized 
26-week study adding pimavanserin as augmen-
tation to the primary antipsychotic agent (most 
common were risperidone, olanzapine, and arip-
iprazole) in stable outpatients with schizophrenia 
who demonstrated significant negative symptoms. 
The primary outcome was change from baseline 
in the Negative Symptom Assessment-16. At 
study end, pimavanserin demonstrated a –10.4-
point reduction versus a –8.5- point reduction in 
placebo (P = .043; effect size = 0.21). Although a 
slight improvement was observed in the pimavan-
serin cohort, an effect size of 0.21 is weak.

A second study, the ENHANCE-1 trial, looked 
at stable outpatients with schizophrenia who had 
an inadequate response to antipsychotics with 
ongoing positive symptoms. It was a place-
bo-controlled, 6-week, randomized, double-blind 
trial of adjunctive pimavanserin. At study end, 
56.5% of patients who received pimavanserin 
versus 50.5% of patients who received placebo 
demonstrated a 20% reduction in their Positive 
and Negative Syndrome Scale (PANSS) score. 
Hence, collectively, the data from these 2 trials 
demonstrated minimal clinical advantage to anti-
psychotic augmentation with pimavanserin.3

ROLUPERIDONE. Roluperidone is a novel mole-
cule that has antagonism at the 5-HT2A, sigma-2, 
and alpha1A adrenergic receptors. It has been 
investigated in two 12-week randomized, dou-
ble-blind, placebo-controlled trials in individuals 
with schizophrenia who have been symptomati-
cally stable but demonstrated significant negative 
symptoms with a PANSS negative symptoms 
subscale greater than 20. The primary end point 
was the PANSS-derived Negative Symptom Factor 
Score (NSFS). A secondary end point was the Per-
sonal and Social Performance scale total score. All 
other psychotropic medications were discontinued 
2 days prior to randomization and throughout the 
study. The only exception was the as-needed use 
of the rescue medications lorazepam (Ativan) for 
agitation and zolpidem (Ambien) for insomnia, 

and an anticholinergic for emergent EPS.
Data from both studies demonstrated an 

improvement in the 64-mg roluperidone dose 
compared with placebo in the primary and sec-
ondary outcomes. Additional studies are ongoing. 
Roluperidone shares the antagonism at 5-HT2A 
with pimavanserin and most of the second-gen-
eration antipsychotics, and antagonism of alpha1a 
adrenergic receptor with many of the existing 
antipsychotics. The function of sigma2 receptors 
is poorly understood. Although the sigma2 recep-
tor was differentiated as a unique receptor from 
sigma1 in 1990, the gene coding for this receptor 
was not identified until 2017.4

Muscarinic Cholinergic Agonism
Acetylcholine is believed to be the first neu-
rotransmitter, being synthesized from its pre-
cursor choline, which was used billions of years 
ago for cell membrane synthesis by single-celled 
organisms. It is well established that acetylcho-
line served a functional role in primitive organ-
isms that lacked a nervous system. The 2 major 
acetylcholine receptor subfamilies—nicotinic and 
muscarinic, both ubiquitous in living systems—
evolved independently. Nicotinic cholinergic 
receptors, which are donut-shaped pentamers 
with numerous subunits, function as ligand-gated 
ion channels and evolved from a common ancestor 
receptor over 2.5 billion years ago. mAChRs are 
metabotropic G protein–coupled receptors with 
5 subfamilies (M1 through M5) and diverged from 
the G protein–coupled receptor super-family of 
receptors between 0.5 and 1 billion years ago. Not 
surprisingly, acetylcholine is a foundational neu-
rotransmitter in humans, with critical functions 
throughout the brain and body.5

Research dating back to 1957 demonstrated that 
the naturally occurring mAChR agonist arecoline, 
when given to patients with schizophrenia, resulted 
in “lucid intervals.”6 Notably, arecoline occurs 
naturally in the betel nut, which is chewed in some 
Asian cultures. Findings from limited studies have 
shown that individuals with schizophrenia demon-
strated an improvement in both positive and nega-
tive symptoms following betel nut chewing.7

In the 1990s, a synthetic structural analogue 
of arecoline, xanomeline, was characterized and 
ultimately studied in patients with Alzheimer 
disease. It demonstrated improvement in cogni-
tion, as well as a decrease in psychotic symptoms 
when present in these patients. This led to a sub-
sequent study in individuals with treatment-re-
sistant schizophrenia in which antipsychotic and 
improved cognitive function were observed. Poor 
tolerability resulting from the agonism of periph-
eral mAChRs ultimately led to the temporary 
abandonment of further research in this popu-
lation. Monotherapy with xanomeline resulted 
in adverse effects, including nausea, vomiting, 
diarrhea, sweating, and hypersalivation.

To address these unacceptable adverse effects, 
Karuna Therapeutics hypothesized and confirmed 
clinically that with the addition of trospium—a 

Table 2. Improvement in Mean PANSS Scores 
Treatment Baseline 4 weeks 26 weeks

Ulotaront 101.4 –17.2 –22.6

Placebo 101.4 –9.7 Not 
applicable

Table 2 shows the improvement in phase 2 primary end point 
change in 4-week double-blind placebo-controlled study of 
ulotaront (doses at 50 mg/75 mg vs placebo), and further 
improvement from open-label baseline during the 26-week 
extension study (flexible doses at 25/50/75 mg).
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well-established peripherally restricted mAChR 
antagonist as a combination molecule—to 
xanomeline, the central benefits of mAChRs’ 
agonism could be maintained, as trospium 
dampens the adverse effects by antagonizing the 
peripheral mAChRs. The resulting combination 
drug, xanomeline-trospium (KarXT), was com-
pared with placebo in a phase 2 double-blind trial 
in individuals with schizophrenia for 5 weeks. 
Investigators enrolled 182 participants with an 
average PANSS score of 97. At 5 weeks, the PANSS 
score in the xanomeline-trospium group improved 
–17.4 points in comparison with an improvement 
of –5.9 points in the placebo group (P < .001). The 
most common adverse effects in the active treat-
ment group included constipation, nausea, dry 
mouth, dyspepsia, and vomiting.8 These phase 2 
results were recently replicated in a phase 3 trial.9

The past 2 decades have resulted in a wealth 
of increasingly complex information that has 
revealed important functional differences in 
the neurophysiology of the 5 mAChRs. Central 
M1 and M4 receptor agonism is associated with 
improvements in cognition and psychosis. This 
finding is consistent with the early research that 
demonstrated an improvement in both cognition 
and psychosis in patients with Alzheimer disease 
and schizophrenia with xanomeline, a synthetic 
agonist with selectivity at M1 and M4 receptors. 
The interested reader is referred to an excellent 
and comprehensive review of the mAChR agonist 
story that was recently published.10

A second mAChR agonist in development 
for the treatment of schizophrenia by Cerevel 
Therapeutics is the M4-positive allosteric modu-
lator emraclidine (CVL-231). It is highly specific 
for M4 and lacks any appreciable agonism at M1, 
hence negating the need to simultaneously block 
peripheral M1 receptors. In a recent phase 1b trial 
in individuals with schizophrenia, emraclidine 
produced clinically meaningful and statistically 
significant improvement at week 6 compared 
with placebo in the PANSS total score. Currently, 
two phase 2 trials are underway.11

Trace Amine–Associated Receptor 1
Trace amines were characterized in the 1970s, 
and the original definition was any endogenous 
monoamine present in physiological levels at 
least 2 orders of magnitude lower than serotonin, 
dopamine, and norepinephrine. The most prom-
inent trace amines are β-phenylethylamine, 
p-tyramine, tryptamine, and p-octopamine. 
Initial hypotheses of their function were dead 
ends, and they were all but forgotten until the 
discovery of TAARs by 2 separate groups in 2001. 
This novel class of G protein–coupled recep-
tors includes at least 26 subtypes discovered in 
vertebrates to date, with 6 functional members 
confirmed in humans (TAAR1, 2, 5, 6, 8, and 9). 

In humans, TAAR1 is the most prevalent and 
diverse TAAR. It is found in brain structures 
involved in psychosis, reward, mood, anxiety, and 
cognition. Outside of the central nervous system, 

TAAR1 receptors are located in the stomach, 
intestines, pancreatic beta cells, and leuko-
cytes.12,13 Research to date has established that 
TAAR1 regulates dopamine neurotransmission 
to keep dopamine concentrations within an 
ideal physiological range. TAAR1 receptor ago-
nism decreases dopamine presynaptic release, 
hence preventing a hyperdopaminergic state, 
whereas TAAR1 antagonism increases dopamine 
release in hypodopaminergic states. This is the 
putative mechanism by which psychotic symp-
toms may be decreased.

TAAR1 is present intracellularly both pre- and 
postsynaptic. It appears that when activated, 
TAAR1 forms a heterodimer with D2 receptors 
and may flip this complex across the membrane. 
Hence TAAR1 appears to function as an endog-
enous rheostat—maintaining neurotransmitter 
concentrations to maximize homeostasis. In 
addition to dopamine, TAAR1 regulates gluta-
mate concentrations, which appears to prevent 
hypoglutamatergic states in the prefrontal cortex 
that could explain its procognitive effects. Finally, 
TAAR1 is active in the serotonin system as well, 
with expression in the dorsal raphe nucleus.

Beyond demonstrated benefits in psychotic, 
cognitive, and negative symptoms in schizophre-
nia, preclinical evidence suggests TAAR1 modu-
lation may also prove beneficial in the treatment 
of mood and anxiety disorders, sleep disorders, 
metabolic syndrome, obesity, and substance 
use disorders.

Ulotaront is a TAAR1 and 5-HT1A agonist 
currently in phase 3 studies for the treatment 
of schizophrenia. In a completed 4-week, phase 
2, double-blind, placebo-controlled, random-
ized study in adults with schizophrenia in an 
acute psychotic relapse, the agent demonstrated 
significant improvement compared with placebo. 
A subset of these participants was treated in an 
open-label 26-week extension study, and showed 
continued improvement (Table 2).

In data from both the 4-week phase 2 study and 
the open-label 26-week extension study, the toler-
ability and safety of ulotaront was similar to that 
of placebo. Ulotaront demonstrated no significant 
effect on movement disorders, lipids, glycemic 
indices, weight, electrocardiogram changes, or 
prolactin. In the 4-week phase 2 study, diarrhea 
and dyspepsia were the only adverse effects that 
occurred at a rate greater than 2% and at twice 
the rate of those of placebo. Phase 3 studies are 
well underway.14,15

A second TAAR1 agent, ralmitaront, functions 
as a partial agonist and is being studied in a 
phase 2 trial in schizophrenia.16 

Concluding Thoughts
The understanding and treatment of schizophre-
nia over the past 70 years has been fruitful on 
many fronts. Significant progress has been made 
in the understanding of the interplay of numer-
ous risk factors through wide-ranging research, 
from genetics and epigenetics to developmen-

tal and environmental factors, neuroimaging, 
and more.

However, as is the case with many chronic 
disorders such as cardiovascular disease and 
diabetes, we remain challenged to improve our 
treatments and outcomes. Treating all 3 domains 
of schizophrenia—positive, negative, and cognitive 
symptoms—continues to be a high priority and 
significant unmet need. Three novel classes of 
drugs—5-HT2A receptor antagonists, mAChR 1 and 
4 agonists, and TAAR1 agonists—may write the 
next chapter on non–D2 receptor drug treatments. 
These treatments may improve the cognitive and 
negative symptoms as well as the positive, possibly 
as monotherapies and possibly as combination 
treatments with traditional antipsychotics.

Dr Miller is Medical Director, Brain Health, Exeter, New 
Hampshire; Editor in Chief, Psychiatric Times™; Staff 
Psychiatrist, Seacoast Mental Health Center, Exeter; 
Consulting Psychiatrist, Exeter Hospital, Exeter; Con-
sulting Psychiatrist, Insight Meditation Society, Barre, 
Massachusetts.
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when it often serves us much better to dwell 
somewhere in between, in the gray areas?

As it turns out, we humans can be forgiven 
for our dualistic thinking. This tendency to pick 
sides is ancient and embedded in our biology. 
Knowing that our dualistic thinking is the product 
of evolution will not resolve our political and sci-
entific arguments, but understanding the origins 
of it might at least allow for compassion for the 
other side.

In the beginning, humans evolved from the 
most primitive animals, which were simply 
multicellular feeding tubes with only 2 behav-
ioral choices: approach or avoid. The choice 
was based on 2 sensory perceptions: safety and 
danger. Fast forward a few billion years, several 
million species, and trillions of generations, and 
the basic blueprint remains the same. Even with 
the staggering array of evolutionary diversity in 
the animal kingdom, the fundamental behavior of 
all creatures involves toggling between approach 
for sustenance, reproduction, and avoidance of 

danger for survival.
Looking through the lens 

of comparative anatomy and 
physiology, humans have 
distinguished themselves 
from other animals in a 
few ways. One is the nearly 
malignant growth in size and 
complexity of the cerebral 
cortex in comparison with 
other species. The cortex 
has evolved to allow for 
abstraction, self-reflection, 
and imagination, which are 
hard to find in other animals, 
although they may exist. The 
other distinction of humans 
is the sophistication of the 
social engagement system 

(SES), including unique elements of the vagal 
nerve complex and the parasympathetic cranial 
nerves that have worked together to evolve our 
impressive human social and cultural structures.1 

Underneath the complexity of the human 
cerebral cortex and SES, nearly all components 
of the nervous system are simply designed to 
toggle between the 2 opposing states of safety and 
danger. The most primitive circuits of the ancient 
nervous system, revealed through the study of 
phylogeny and the fossil record, consisted of sim-
ple neural networks comprising the autonomic 
nervous system (ANS). From the beginning, the 
ANS has been functionally and anatomically 
divided into the sympathetic nervous system 
(SNS) and the parasympathetic nervous system 

(PNS). The SNS is designed for fight or flight, or 
response to danger. The PNS is responsible for 
restoration, digestion, socialization, and repro-
duction. The 2 subsystems of the ANS are nearly 
mutually exclusive. If 1 is activated, the other is 
inhibited and turned off. This dynamic blueprint 
of the ANS is the fundamental basis of sensory 
and behavioral responses to signals of danger and 
safety in the environment.

Drilling down further to neuroendocrine systems 
such as the hypothalamic-pituitary-adrenal (HPA) 
axis, we can see how danger sensory signals are 
fast-tracked from the thalamus (our sensory 
way station) to the amygdala (our emergency 
response center) and cross-checked by the nearby 
hippocampus (our memory contextualizer); 
cortisol-releasing hormone (CRH) is then sent 
from the hypothalamus to prompt the release of 
the queen of stress hormones, cortisol, from the 
adrenal glands. At the same time, when the amyg-
dala recognizes danger, it activates the SNS and 
shuts down the PNS. It also causes the release 
of vasopressin (VP) from the hypothalamus and 
epinephrine from the adrenal glands to support 
defensive survival behaviors. 

When the danger has passed and the thalamus 
starts receiving safety signals, the PNS is acti-
vated, the SNS shuts down, CRH release ceases, 
cortisol levels fall, the hippocampus settles the 
amygdala down, and restorative processes begin. 
As the PNS takes control, vagal tone causes heart 
rate and blood pressure to drop, digestion begins, 
the social engagement system can activate, and 
anabolic and prosocial hormones such as neuro-
peptide Y and oxytocin and even sex hormones 
are released from the hypothalamus. The HPA 
axis toggles from a response to danger to a state 
of safety, restoration, and reproduction.

The neurobiological foundations of our stub-
born dualism exist even at the molecular level. 
Consider how γ-aminobutyric acid and glutamate 
serve as the most widespread inhibitory and 
excitatory neurotransmitters in the brain, and 
toggle back and forth with a single enzymatic 
transformation, resulting in calm or agitation. 
Likewise, consider the powerful inverse rela-
tionship of the structurally similar molecules of 
dopamine and serotonin, with excesses of each 
resulting in depressed levels of the other, and 
having opposite effects on resting-state neural 
networks in the brain. 

Backtracking briefly to vasopressin and oxyto-
cin, it is telling that they differ by only 1 amino 
acid, yet AVP is a defensive stress hormone asso-
ciated with aggression, whereas OT is a prosocial 
hormone associated with maternal love, caring, 
and sexuality.2 These ubiquitous chemical-tog-

gling relationships nearly condemn us to our 
insistent either-or state of being.

If there is any hope, it may lie in the human 
capacity of the cerebral cortex for abstraction and 
imagination. Many of the psychological protective 
factors of resilient individuals are simply percep-
tions and mindsets. Some examples are listed in 
Table 1. As with all products of the mind, these 
protective perceptions have neurobiological 
underpinnings (Table 2).3-7 Resilient individu-

als can call on these cortical abstractions to deal 
with adversity and toggle back to the PNS and a 
perception of safety.

Using our capacity for imagination, imagine 
if our brains allowed us to live in the middle, 
between us and them, and that we could under-
stand nuance and gray areas. If we acknowledge 
and understand the origins of our dualistic neu-
robiological constraints, we can generate com-
passion for the human condition, arriving at the 
point of acceptance that Buddha did. Only then 
will we be able imagine the truth that lies some-
where in between, and the truth shall set us free.

Dr Vance is associate professor of psychiatry and 
behavioral medicine at Virginia Tech Carilion School of 
Medicine in Roanoke, Virginia.
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TABLE 1. Examples 
of Psychological 
Protective Factors of 
Resilient Individuals

  Perception of control

  Perception of 
competencies

  Perception of  
being loved

  Hopes and plans for 
the future

  Faith and belief in a 
higher power

  Sense of purpose 
 or meaning

TABLE 2. Examples of Neurobiological 
Underpinnings of Protective Perceptions3-7

  The perception of control lowers cortisol.

  The perception of being loved promotes 
oxytocin.

  The perception of competency elevates 
testosterone.

  Prayer and meditation take the brain to restful 
alpha rhythm.
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Navigating Legal Complexities 
in Psychiatric Practice

Britta K. Ostermeyer, MD, MBA, DFAPA
 

This Special Report on forensics brings a combi-
nation of articles ranging from the basic skills of 
expert testimony and the history pertaining to Daniel 
M’Naghten to new, pertinent information from Roe 
v Wade and what it may mean to psychiatry and 
forensic psychiatry. The Special Report also includes 
summaries of selected presentations from the 2022 
annual meeting of the American Academy of Psychia-
try and the Law. 

Thank you to all the authors who put the articles in 
this Special Report together. I believe that readers will 
find the following information stimulating and helpful 
to their practice.

Dr Ostermeyer is professor and chairman, the Paul and Ruth 
Jonas Chair in Mental Health, and chief of psychiatry for OU 
Health at the University of Oklahoma College of Medicine in 
Oklahoma City. 
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Jacqueline Landess, MD, JD; Susan Hatters-Fried-
man, MD, DFAPA; Aimee Kaempf, MD; Nina Ross, MD

In Dobbs v Jackson Women’s Health Orga-
nization, the US Supreme Court held that 
there is no constitutional right to abor-
tion, overruling Roe v Wade and nearly 5 

decades of precedent. The Dobbs decision allows 
states to regulate abortion, resulting in a patch-
work of laws that vary considerably by jurisdic-
tion, from outright bans on abortion to very early 
gestational limits.1 For an up-to-date summary of 
state laws, we refer the interested reader to the 
Guttmacher Institute state legislation tracker.2

Changes to abortion law will affect both 
patients and providers. Although obstetrician- 
gynecologists face direct liability in a variety of 
scenarios following Dobbs, other medical pro-
viders, such as psychiatrists, face less obvious 
challenges. In this article, we explore some abor-
tion-related dilemmas confronting psychiatrists 
and provide guidance on how we might approach 
the many complex clinical, ethical, and legal 
issues that may arise. 

Abortion and Mental Health:  
Know the Data
Historically, research regarding abortion and 
mental health has been so problematically 
designed that the American Psychologi-
cal Association issued a statement calling 
for caution when interpreting study data 
about abortion and mental health.3,4 Study 
design problems include not controlling for 
confounding effects, such as pre-abortion 
mental illness, and inappropriate use of con-
trol groups—for example, comparing women 
who obtain an abortion with women who have 
never been pregnant or women who are having a 
wanted pregnancy. Women who wish to have an 
abortion have many distinct characteristics, such 
as the fact that three-fourths are poor or have 
low income, so it is crucial to find an appropriate 
comparison group to study the mental health 
outcomes of an abortion.5

The Turnaway Study is a multicenter, prospec-
tive landmark study that tracked approximately 
1000 women who were able to obtain, versus 
not obtain, a desired abortion and evaluated the 
relationship between abortion and various health 
outcomes, including mental health.6,7 Thus, the 
Turnaway study compared appropriate groups. 
The ultimate finding was that having an abortion 
did not worsen mental health. However, women 
who were unable to obtain a desired abortion 
experienced a short-term increase in anxiety and 
a decrease in self-esteem and life satisfaction 

compared with women who were able to obtain 
an abortion.6 After 2 years, women who obtained 
an abortion had similar or lower levels of depres-
sion and anxiety compared with women who were 
not able to obtain a desired abortion.6 The most 
significant predictor of negative postabortion 
mental health is pre-abortion mental health and 
history of traumatic life experiences.6

Knowing about the Turnaway Study data and 
their discordance with those of other, poorly 
conceptualized literature is important for several 
reasons. First, patients may discuss reproductive 
planning with their psychiatrist. Second, patients 
may receive misinformation about the psycholog-
ical effects of an abortion. In some jurisdictions, 
women receive misleading information regarding 
the potential physical or emotional sequelae of 
abortion. Such information stems from statutes 
mandating that women be provided with often 
medically inaccurate state-scripted “informed 
consent” materials during pre-abortion counsel-
ing.8,9 Other “informed consent” requirements 
may mandate that women visualize the fetus or 
listen to the fetal heartbeat before obtaining an 
abortion, which may cause psychological distress. 

In any of these scenarios, psychiatrists should 
have an adequate understanding of the existing 
literature in order to counsel patients regarding 
the risks of psychological effects following an 
abortion or from being unable to obtain an abor-
tion.10 Psychiatrists should also discuss reproduc-
tive planning with patients of reproductive age, 
from menarche to menopause. This is important 
for several reasons. 

First, the psychiatrist should be aware if the 
woman is planning or trying to become pregnant 
in the near future, which would influence the 
choice of psychotropic medication. Psychiatrists 
should consider the use of medications that are 
relatively safe in pregnancy and discuss the risks 
of medications in pregnancy with their patients 
proactively.11 Second, if the woman does not 
desire pregnancy, the psychiatrist should explore 
what methods she is using to prevent pregnancy. 
Emergency contraception (such as Plan B) can be 
prescribed by any physician, including psychia-
trists. Advance prescribing does not encourage 

risky sexual behavior, but rather allows a woman 
to protect herself should she have a barrier- 
method contraception failure.12 We refer the inter-
ested reader to Makino et al (2022) regarding 
dosing of emergency contraception.

Abortion and Informed Consent:  
Be Aware of Bias
Psychiatrists may be consulted to conduct a 
medical decision-making capacity assessment 
when there is uncertainty about a woman’s 
ability to consent to an abortion. Typically, these 
cases arise when the woman is experiencing 
serious psychiatric illness, has an intellectual 
developmental disability, and/or is under legal 
guardianship. Rooted in the principle of auton-
omy, informed consent is both an ethical and a 
legal requirement. Informed consent involves 3 
components: adequate information, voluntari-
ness, and capacity.13 A clinician must provide the 
patient with relevant, accurate information, and 
the patient must be able to make the decision 
without coercion or undue influence. Finally, a 
patient must have decision-making capacity. The 
informed consent process surrounding abortion 

may be more complicated than decision- 
making in other areas of health care due to 
a variety of factors, including time restric-
tions, religious convictions, stigma, political 
controversies, conflicting views and strong 
emotions among patients, stakeholders and 
providers, and legislative interference.8,14

Evaluations of capacity to consent to 
abortion should follow the same approach 
as other medical decision-making capacity 

assessments, with some unique considerations. 
First, as previously noted, legislative interfer-
ence with pre-abortion counseling and a history 
of flawed research has led to commonly held 
misconceptions that having an abortion leads to 
depression, anxiety, or suicide, despite findings 
from more sound studies showing that abortion 
does not confer such risk.3,9 In addition, given 
that women with mental disorders may be vul-
nerable to undue influence, psychiatrists should 
ascertain that the choice to terminate a pregnancy 
is being made voluntarily and free of coercion.8,13 
Finally, the topic of abortion can be divisive and 
elicit powerful emotions. Psychiatrists should 
be mindful of their own opinions and biases and 
avoid any effort to influence a woman’s decision.8

An Ethical Dilemma:  
Life of the Mother Exceptions
Psychiatry had a critical involvement in abortion 
before Roe v Wade in 1973. Prior to that time, 
most states allowed abortion if a woman’s health 

Abortion and the Psychiatrist: 
Practicing in Post-Dobbs America

The psychiatrist may be 
obligated to protect the 

fetus or warn authorities 
of the patient’s intent.
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or life was threatened. Although the “life of the 
mother” exception was typically invoked in cases 
of physical health, certifications of the need for 
abortion for psychiatric reasons became more 
common over time. Typically, psychiatrists certi-
fied that a woman would be imminently suicidal 
if she could not have an abortion. Before Roe, 
maternal mental health was one of the most com-
mon indications for an abortion; some labeled 
psychiatrists as gatekeepers of abortion.15 

Often, the practice of psychiatric certification 
was limited to women of means with access to 
a psychiatrist who philosophically agreed to 
such a certification. Although some psychiatrists 
certified all cases they saw, others did not wish 
to become involved. Ethically, psychiatrists faced 
challenges including ascertaining the veracity of 
the woman’s suicidal statements and, if she was 
suicidal, how likely this was to place her health or 
life at risk.15 It is yet to be seen how the “life of the 
mother” exception might interface with psychia-
try in post-Dobbs America. 

Other Legal Dilemmas: Knowing 
the Law
Abortion statutes now vary considerably between 
states and continue to change. Psychiatrists 
should be aware of the law in their jurisdiction 
for several reasons. First, patients and providers 
may be criminally prosecuted. Second, states may 
expand or pass laws requiring medical providers 
to report pregnant women in various circum-
stances. Knowledge of these laws allows both par-
ties to mitigate risk in a host of scenarios, which 
we will next discuss. 

In several states, abortions are now crimi-
nalized; this commonly results in penalties for 
the abortion provider, but it may also include 
prosecution of the patient. Even prior to Dobbs, 
pregnant women could be prosecuted for fetal 
loss or harm under various laws, including 
chemical endangerment and fetal homicide laws. 
Examples include prosecution of women who, 
while pregnant, used substances, attempted 
suicide, or self-induced an abortion.16,17 At least 
1700 women have been prosecuted under these 
laws since Roe.17 Thus, even in states where 
abortion remains legal, we could see contin-
ued or expanded prosecution under these laws, 
with a disproportionate impact on minority and 
economically disadvantaged women.18 Provid-
ers or others who assist the patient in obtaining 
an illegal abortion could also be prosecuted for 
aiding and abetting a criminal act.19 It is not clear 
how “assistance” might be interpreted, but it may 
include helping a patient obtain medication for an 
abortion or travel for an abortion. 

The evolution of fetal personhood laws could also 
result in increased prosecution of pregnant women 
and present unique ethical dilemmas for psychia-
trists. These laws could also impact contraceptive 
access and fertility treatment. The Roe court explic-
itly stated that the fetus was not a person under the 

US Constitution. The Dobbs court, however, did not 
address this matter. Dobbs did not explicitly forbid 
states from granting the fetus legal personhood. 

At the time of writing this article, 8 states have 
introduced fetal personhood laws.2 These laws 
vary in terms of when in gestation personhood 
is established. Under fetal personhood laws, any 
harm that befalls the fetus could be prosecutable 
under laws prohibiting negligent or criminal acts 
against a person.19 Potential examples include a 
pregnant woman who fails to use a seatbelt and 
miscarries following a car accident, a woman who 
fails to take prescribed medication to control her 
blood pressure and must deliver prematurely, and 
a host of other scenarios. 

For providers in states with fetal personhood 
laws, this could mean that common law or stat-
utory duties to protect may extend to the fetus. 
For example, if a psychiatrist learns that a patient 
intends to obtain an illegal abortion or to other-
wise engage in acts likely to result in fetal harm, 
the psychiatrist may be obligated to protect the 
fetus or warn authorities of the patient’s intent. 
Scenarios could include a patient who is in an 
abusive relationship, has an eating disorder, or 
is suicidal. These examples are not far-fetched, 
because even prior to Dobbs, many states 
required providers to report prenatal substance 
use, and several states allowed for the civil com-
mitment of a pregnant woman if the fetus was 
presumed to be in danger.18 

Finally, psychiatrists may be mandated report-
ers of negative psychological effects of abortion 
outcomes. An Indiana law requires clinicians to 
report adverse outcomes of abortions including 
depression or suicidality, although the law is 
questionably unconstitutional, in part because it 
does not adequately link or define how a provider 
is to determine causality between an abortion and 
a particular medical outcome.20

In all these scenarios, the psychiatrist should 
first be aware of the law in their jurisdiction to 
better understand the potential criminal and 
civil risks to them and their patients. Mandated 
reporting requirements may present complex 
ethical challenges, and consultation with risk 
management services or your malpractice carrier 
may be indicated. If the patient is being investi-
gated, records of their psychiatric and medical 
treatment may be subpoenaed. Accordingly, cli-
nicians should use good clinical judgment when 
documenting sensitive matters and routinely 
inform patients about the limits of confidentiality 
and privilege at the outset of treatment. 

Concluding Thoughts
The Dobbs decision is likely to affect pregnant 
women with psychiatric illness and psychiatrists 
in numerous ways. Psychiatrists who treat any 
women of childbearing age should know the data 
on abortion, be proactive about patients’ con-
traception and pregnancy, and know how laws 
regarding abortion may impact their patients’ 

mental health and access to health care. In addi-
tion, abortion laws are rapidly changing by state, 
and psychiatrists should be aware of laws in their 
jurisdiction to mitigate ethical and legal risks that 
may arise. 

Dr Landess is an adjunct clinical assistant professor and 
training director of the Forensic Psychiatry Fellowship at 
the Medical College of Wisconsin in Milwaukee.  
Dr Hatters-Friedman is the Phillip J. Resnick Professor 
of Forensic Psychiatry; a professor of psychiatry, repro-
ductive biology, and pediatrics; and an adjunct professor 
of law at Case Western Reserve University in Cleveland, 
Ohio. Dr Kaempf is a clinical associate professor in the 
Department of Psychiatry at the University of Arizona 
Medical Center in Tucson. Dr Ross is an assistant profes-
sor of psychiatry at University Hospitals/Case Western 
Reserve University in Cleveland, Ohio.
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Britta K. Ostermeyer, MD, MBA

The American Academy of Psychiatry and the Law (AAPL) hosted its fi rst in-per-
son meeting in October 2022. Susan Hatters Friedman, MD, 2021-2022 AAPL 
president, presided over the meeting, with the theme “The Whole Truth: Recog-
nizing Gender and Culture in Forensic Psychiatry.” In her presidential address, 

Hatters Friedman urged attendees to consider the gender and culture of forensic 
evaluators as well as forensic evaluees and patients during the evaluation process.

At the AAPL business meeting, Hatters Friedman passed the baton to incoming 
AAPL President James L. Knoll IV, MD, who chose “Balance” as the theme for the next 
annual meeting, which will take place in Chicago, Illinois, October 19 to 22, 2023. Knoll 
is editor emeritus of Psychiatric TimesTM. 

Insights From the 2022 AAPL Annual Meeting 

Fatality Review Teams  Susan Hatters Friedman, MD; 
Joshua Friedman, MD, PhD; Jason Beaman, DO, MS, MPH; and Kathleen Kruse, MD

THIS PRESENTATION INTRODUCED the pub-
lic health role of forensic psychiatry through 
participation in local, state, and regional 
fatality review teams. The panel of speakers 
presented on models for fatality review teams, 
their role in public health prevention mea-
sures, and the opportunity for forensic psy-
chiatric involvement in these organizations.

Multidisciplinary fatality review teams 
have existed for decades in the United 
States and globally. The primary goals of 
these teams involve collaboration across 
disciplines to examine individual deaths in 
a community to determine manner of death 
and preventability of death, and to make 
recommendations regarding prevention of 
future death through public health, mental 
health, and legislative measures. Partici-
pants include representatives from various 
community stakeholders, including local law 
enforcement, forensic pathologists, social 
service agencies, and health care agencies. 
At meetings, each case is explored individ-
ually with a review of available data from 
each agency, resulting in the publication of 
reports and recommendations for future 
prevention. Review meetings are closed 
with confi dentiality agreements, given the 
classifi ed nature of the information dis-
cussed. Determinations from these teams 
improve accuracy of death certifi cate data 
and interagency coordination.

Fatality review teams began in the 1970s 
with an initial focus on child deaths, but have 
since expanded to include other deaths from 
preventable causes. Examples of specialized 

multidisciplinary review teams implemented 
across the United States include child fatality, 
opioid overdose fatality, domestic violence 
fatality, elder abuse fatality, and homicide 
review teams. Many widely known public 
health measures that exist today resulted 
from the recommendations of fatality review 
teams, including newborn safe haven laws, 
fi rearm laws, and expansion of domestic vio-
lence screening measures.

The panel presented the case for the 
involvement of forensic psychiatrists in 
fatality review teams, given the forensic 
psychiatrist’s specialized training and knowl-
edge about the intersection of mental illness 
and violence. In these settings, the forensic 
psychiatrist provides education about mental 
health diagnoses and addiction, decreasing 
stigma and misunderstandings regarding 
their roles in death outcomes and prevention 
recommendations. Furthermore, the forensic 
psychiatrist helps the multidisciplinary team 
members understand risk factors and pre-
ventability when providing recommendations 
for public health interventions.

Dr Hatters Friedman is the Phillip J. Resnick Profes-
sor of Forensic Psychiatry; a professor of psychiatry, 
reproductive biology, and pediatrics; and an adjunct 
professor of law at Case Western Reserve Univer-
sity in Cleveland, Ohio. Dr Friedman is an assistant 
professor at Case Western Reserve University in 
Cleveland, Ohio. Dr Beaman is chair and clinical 
assistant professor of psychiatry and behavioral 
sciences at Oklahoma State University Center 
for Health Sciences in Tulsa. Dr Kruse is a clinical 
assistant professor at the University of Michigan in 
Ann Arbor.

Forensic Psychiatric 
Consequences of 
McGirt v Oklahoma
Je� rey Sanders, MD; Tessa Manning, MD; 
and Britta K. Ostermeyer, MD, MBA 

IN 2020, THE US SUPREME COURT heard a criminal 
appeal case titled McGirt v Oklahoma to determine 
whether a large portion of land in the state of Okla-
homa was in fact “Indian country,” a form of federal 
reservation. In a 5 to 4 decision, they ruled affi  rma-
tively on this question, and, as such, crimes committed 
by Native Americans in this territory would be subject 
to tribal or federal jurisdiction (depending on the 
crime’s seriousness) rather than state jurisdiction. For 
a time, it seemed as though this determination might 
have to be retroactively applied with all previously 
prosecuted Native Americans whose criminal acts took 
place in Indian country retried, but the Oklahoma 
Supreme Court subsequently determined that this 
would not happen. Further, the US Supreme Court 
eventually heard a follow-up case known as Oklahoma 
v Castro-Huerta and clarifi ed that McGirt only applied 
specifi cally to Native American defendants.

After McGirt, the tribal and federal courts found 
themselves with an obligation to handle their 
expanded caseload, which required securing ways 
to procure assessments and recommendations from 
psychiatric professionals for cases involving capacity 
and restoration and to establish forensic inpatient 
placement arrangements for those not guilty by reason 
of mental illness. They would further need to expand 
their general judicial capacity and law enforcement 
and containment capabilities. Such infrastructure is 
expensive, and, as of now, it is unclear whether tribes 
will seek acknowledgement of certain taxation rights to 
cover costs. 

All these matters unfortunately add further process-
ing complications to a state with an already overbur-
dened system of care. Even before McGirt, defendants 
were routinely waiting a long time for forensic inpa-
tient psychiatric placement and went without robust 
jail-based restoration options. Native American tribes 
are currently working with the state and other actors to 
address these various problems.

Dr Sanders is a resident at the University of Oklahoma School 
of Community Medicine in Tulsa. Dr Manning is an assistant 
professor, associate program director, and medical director for 
consultation-liaison psychiatry at the University of Oklahoma 
School of Community Medicine in Tulsa. Dr Ostermeyer is 
professor and chairman, the Paul and Ruth Jonas Chair in 
Mental Health, and chief of psychiatry for OU Health at the 
University of Oklahoma College of Medicine in Oklahoma City.
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LGBTQIA Issues in the Criminal 
Justice and Corrections Systems 
Elie G. Aoun, MD; Barry Wall, MD; Bethany Hughes, MD; Ren Belcher, 
MD; and Charles Dike, FRCPsych, MBChB, MPH

NOT UNLIKE CISGENDER HETEROSEXUAL PERSONS, LGBTQIA 
(lesbian, gay, bisexual, transgender, queer/questioning, intersex, 
and asexual/aromantic/agender) individuals interact with every 
level of the justice system. For LGBTQIA individuals, however, 
their sexual or gender minority status is commonly directly related 
to their justice involvement, regardless of whether they are the 
victims or the perpetrators of the alleged crime. A few examples of 
such situations include a transgender female being assaulted in a 
hate crime, a lesbian woman subjected to sexual harassment in the 
workplace, a bisexual man murdering his parents after they forced 
him to undergo conversion therapy, or a gay man raping another in 
what started as a voluntary bondage and discipline, dominance and 
submission, sadism and masochism (BDSM) sexual encounter. 

Forensic psychiatric experts are often called upon to weigh in on 
various aspects of such legal cases. Deciding whether to retain an 
expert who identifi es as LGBTQIA is complex, and this was a focus of 
our panel presentation. Other LGBTQIA topics included a review of 
the so-called “gay panic” criminal defense, the mitigation of sui-
cide risk within the transgender population, and common barriers 
LGBTQIA persons face in criminal adjudication as well as in accessing 
mental health treatment within jails, prisons, and forensic settings.

The panel relied on a composite case discussion involving a trans-
gender woman who had run away from home because of early abuse 
and began drinking alcohol, using illicit drugs, and trading sex for 
money. During one such encounter, she had agreed to off er a man 
oral sex for money. During the encounter, he brutally assaulted her 
when he touched her genitalia and realized she had a penis. Both 
were arrested. She attempted suicide while incarcerated. In court, 
the man pleaded not guilty and claimed a “gay panic” defense. 

The panel discussed the assessment and mitigation of suicide risk 
among transgender patients in forensic settings. They illustrated 
how risk factors relevant to both incarcerated individuals and trans-
gender individuals coalesce to result in a particularly elevated risk of 
victimization, violence, and suicide among this clinical population. 
The minority stress model and gender-based victimization model, 
commonly referenced in studies on suicide risk in transgender 
patients, can help explain the potential for self-harm among trans-
gender inmates, and may give rise to points of clinical intervention. 

Data on suicide among incarcerated transgender people are 
scarce, but results from 1 retrospective study suggested that about 
half of transgender people who had been incarcerated had also 
made a suicide attempt at some point in their lifetime. Incidents of 
gender-based violence increased the risk of suicide, whereas state 
laws permitting comprehensive medical care of transgender inmates 
were associated with decreased risk. Importantly, only a small 
minority of transgender inmates in the United States are housed 
with their lived gender, and the implications of this for mental 
health and suicide were discussed.

Dr Aoun is an assistant clinical professor of psychiatry at Columbia University 
Vagelos College of Physicians and Surgeons in New York, New York. Dr Wall is 
a clinical professor of psychiatry and human behavior and program director of 
the Forensic Psychiatry Fellowship at Brown University in Providence, Rhode 
Island. Dr Hughes is a forensic psychiatrist and the medical director at North 
Texas State Hospital in Wichita Falls, Texas. Dr Belcher is house o�  cer at 
Massachusetts General Hospital and McLean Hospital and a clinical fellow in 
psychiatry at Harvard Medical School in Boston, Massachusetts. Dr Dike  is 
an associate professor of psychiatry and codirector of the Law and Psychiatry 
Division of Yale University Department of Psychiatry in New Haven, Con-
necticut, as well as medical director of the Connecticut Department of Mental 
Health and Addiction Services. 

Robert M. Kaplan, MBChB, FRANZCP, MA, MPhil

Those trained in psychiatry should be familiar with the 
M’Naghten (pronounced McNaughton) Rule, which states that: 
(1) an individual su� ers from a “defect of reason,” which is 
(2) caused by a “disease of the mind,” and, as a result, 
(3) does not know the “nature and quality” of the act or that it was wrong.1

The rule arose after Daniel 
M’Naghten shot Edward Drum-
mond, private secretary to British 
Prime Minister Sir Robert Peel, 
in mistake for Peel. The trial set a 
precedent in British law and related 
jurisdictions that has been followed 
ever since. Although the rule is well 
known, few know much about the 
man who was to have such infl uence 
on the law of insanity.

To start with, there is the issue 
of his name: It is arguably the 
most misspelled name in legal 
history. Although often spelled as 
McNaughton, despite recurrent 
corrections, the world still knows it 
as M’Naghten.2 For that reason, we 
will use it here. 

Daniel M’Naghten was born in 
Glasgow, Scotland, around 1814. 
After the death of his mother, 
M’Naghten became a journeyman at 
the family workshop. After a 3-year 
career as an actor, he returned to 
Glasgow in 1835 and set up his own 
woodturning workshop.3

Despite his lack of formal educa-
tion, M’Naghten was assiduous in 
studying acting, reading philosophy, 
and learning French. He moved 
in radical circles and was involved 
in the Chartist movement.3 At one 
stage, he attended anatomy lectures 
at Edinburgh Medical School where, 
according to a conspiracy theory, he 
learned to feign madness.2

By the time he was 30 years old, 
M’Naghten was plagued by intrusive 
paranoid thoughts about police and 
church offi  cials. A fi xation about the 
ruling Tory party led him to believe 
that he had been singled out for 
persecution after he voted against 
their candidate in an election. 

In 1841, M’Naghten went to Lon-
don and France but complained that 
the people were persecuting him. 
Returning to Glasgow, he purchased 
2 pistols, telling his landlady that 

they were for shooting birds.
In 1842, M’Naghten traveled to 

London and spent several weeks 
lurking around Westminster and 
Whitehall. Spotted by a Metro-
politan Police Constable Silver, he 
was described as a “seedy-looking 
person, height about 5-feet-6, who 
frequents the Houses of Parliament 
to solicit conservative members.” 

On the afternoon of January 20, 
1843, M’Naghten stalked a fi gure 
walking along Whitehall toward 
Downing Street. The target in his 
sights was Drummond, Peel’s pri-
vate secretary. M’Naghten caught 
up with him and shot him at point-
blank range in the back near Horse 
Guards Parade, believing he had 
assassinated the prime minister. 

Drummond seemed to have 
escaped serious injury and was able 
to walk home to receive medical 
attention. However, complications 
set in, and he died after 5 days. 

M’Naghten, making no eff ort to 
escape, was immediately arrested. 
His statement to the police gives 
some insight into his state of mind: 

“The Tories in my native 
city have compelled me to 
do this. They follow and 
persecute me wherever 
I go and have entirely de-
stroyed my peace of mind. 
They followed me to France, 
into Scotland, and all over 
England; in fact, they fol-
low me wherever I go. I 
cannot sleep nor get no rest 
from them…. I believe they 
have driven me into a con-
sumption. I am sure I shall 
never be the man I was. I 
used to have good health 
and strength, but I have not 
now. They have accused me 
of crimes of which I am not 
guilty; in fact, they wish to 
murder me. It can be proved 
by evidence. That’s all I have 
to say.”

Daniel M’Naghten: 
The Man Who Changed 
the Law on Insanity
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The police found a bank receipt for £750 
(equivalent to $53,000 today) on M’Naghten. The 
funds enabled M’Naghten’s father to organize a 
team of lawyers and doctors to defend him. 

The matter proceeded to trial at the Central 
Criminal Court of England and Wales, or the Old 
Bailey, on March 2 and 3, 1843, before Lord Chief 
Justice Tindal, Justice Williams, and Justice 
Coleridge. While being prosecuted by the solici-
tor-general, Sir William Webb Follett, M’Naghten 
had excellent representation led by the promi-
nent barrister Sir Alexander Cockburn.4

Charged with the “wilful murder of Mr. Drum-
mond,” M’Naghten responded, “I was driven 
to desperation by persecution.” When asked to 
clarify, he said, “I am guilty of firing,” which was 
taken as a not guilty plea.5

Although both sides agreed that M’Naghten 
suffered from delusions of persecution, the 
prosecution argued that he was only insane on 
the subject of politics, and, unless he was proved 
to be generally incapable of knowing “right from 
wrong,” was legally responsible for his crime.3  

M’Naghten’s defense was that his mind was 
normal in every way aside from the delusion he 
carried. Medical witnesses called by the defense 
included Dr Edward Thomas Monro, Sir Alexander 
Morison, and Dr Forbes Winslow, who testified 
that M’Naghten’s delusions had deprived him of 
“all restraint over his actions.” M’Naghten was 
lucid in his presentation; he was able to save a siz-
able amount of money; he had never been institu-
tionalized. “A fierce and fearful delusion” caused a 
breakdown of moral sense and loss of self-control, 
which left him in a state in which he was no longer 
a “reasonable and responsible being.”

M’Naghten’s behavior was a form of monoma-
nia—an insane fixation upon a particular issue, 
subject, or person. The effect of his delusions had 
eradicated his ability to tell right from wrong.6 

Citing Isaac Ray, author of A Treatise on 
the Medical Jurisprudence of Insanity (1838), 
M’Naghten’s lawyers argued that the law should 
recognize partial insanity as a defense to mur-
der.7 The soundness of his mind in other aspects 
of his life was irrelevant; if he had been acting 
under the force of his delusions at the time of the 
killing, then he must be considered insane. To 
shoot Drummond in broad daylight in front of 
witnesses on one of London’s busiest streets, then 
wait for arrest, was hardly the modus operandi of 
a calculated killer. 

The 2 Crown doctors also found him insane and 
were not asked to testify. Solicitor-General Follet 
then withdrew with the words, “I cannot press for 
a verdict against the prisoner.” 

Lord Chief Justice Tindal, summing up, 
stressed that the medical evidence was all on 1 
side. The jury found that M’Naghten should be 
considered insane due to monomania and was 
therefore not guilty of murder—that is, not guilty 
by reason of insanity.

In his book Knowing Right from Wrong: The 
Insanity Defense of Daniel McNaughtan, Richard 

Moran considered the possibility that the verdict 
may have owed as much to political expediency as to 
mental illness, influenced by the attempted murder 
of 9 other individuals in the north of England.3 

The acquittal caused an uproar.7 If M’Naghten 
could successfully claim to be insane, then what 
protection did society have? No less than Queen 
Victoria—whose own assailant, Edward Oxford, 
had been found insane in 1840—expressed her 
dismay over the finding. 

So great was the controversy that the House of 
Lords requested that the judges of the Supreme 
Court of Judicature answer 5 questions regard-
ing the culpability of the insane and the use of 
insanity as a defense in a criminal trial. As there 
was no recognition of temporary or partial insan-
ity in English law, it had to be decided whether 
M’Naghten should still be considered insane and 
therefore not guilty of murder. 

The Judicial Lords decided that M’Naghten 
was not guilty, nor could others be, provided the 
accused met a special threshold. The presumption 
was that every defendant is sane; but this could 
be rebutted if the defendant could prove their 
insanity. To do so, they had to satisfy the follow-
ing test: to clearly prove that, at the time of com-
mitting of the act, the party accused was laboring 
under such a defect of reason, from disease of the 
mind, as not to know the nature and quality of the 
act he was doing; or, if he did know it, that he did 
not know he was doing what was wrong.8 

The new rules, formulated as M’Naghten’s 
Case 1843 10 C & F 20,9 built on the definition of 
insanity applied in John Bellingham’s case back 
in 1812, which was only concerned with whether 
Bellingham knew that his murder of the British 
Prime Minister Spencer Perceval was a crime and 
did not include any reference to mental illness.10

In essence, the “M’Naghten Rules” boil down to 
4 essential points that a defendant must prove in 
order to satisfy the court that they are not respon-
sible for the consequences of their actions. First, 
the defendant must establish an underlying medi-
cal condition (“disease of the mind”), and second, 
prove that this condition has caused an impact on 
their mental processes and understanding (“defect 
of reason”). If the court is satisfied with both of 
these, that leaves 2 further hurdles to clear to 
succeed with an insanity plea: Either the defendant 
did not understand what they were doing at the 
time of the criminal act (“nature and quality of 
the act”), or, if they were aware of what they were 
physically doing, they did not realize that the act 
was prohibited (“doing what was wrong”). 

The jurors must be told in all cases that every 
individual is to be presumed to be sane and 
to possess a sufficient degree of reason to be 
responsible for their crimes, until the contrary be 
proved to the jury’s satisfaction. A sufferer could 
be rational and coherent—sane for all intents and 
purposes—on any subject other than their specific 
fixation, over which they had little to no control. 

The M’Naghten Rules still apply today in 
English courts, Commonwealth countries, 

and countries such as the United States, Hong 
Kong, India, the Republic of Ireland, and Nor-
way, although some jurisdictions have their own 
variants of the rule.

Paradoxically, despite setting such an import-
ant legal precedent, M’Naghten was never judged 
against the rules that bear his name. He was 
ordered to be held indefinitely at Bethlem Royal 
Hospital, at St George’s Fields, Southwark.11 The 
admission notes list his single status, Episco-
palian religion, jury verdict “guilty but insane,” 
crime of murder, and sentence, “at Her Majesty’s 
Pleasure.” He spent the next 21 years confined in 
a stone cell measuring 8.5 by 10.5 feet. 

In 1864, M’Naghten was transferred to the new 
Broadmoor Criminal Lunatic Asylum in Berk-
shire,12 established as an institution for “criminal 
lunatics” (ie, those detained under Her Majesty’s 
Pleasure following an insanity acquittal at a crim-
inal trial).13 M’Naghten’s admission notes state 
that he was “a native of Glasgow, an intelligent 
man, [who] states that he must have done some-
thing very bad or they would not have sent him to 
Bethlehem [Bethlem Hospital].” The notes also 
directly give the sentence of the Lord Chief Jus-
tice: “Acquitted on the grounds of insanity, to be 
confined at Her Majesty’s Pleasure. When asked 
whether he now thinks he must have been out of 
his mind, he replies, ‘Such was the verdict—the 
opinion of the jury on hearing of the evidence.’”

At 1:10 AM on May 3, 1865, aged 52 years, 
M’Naghten died from renal and heart disease, 
leaving many questions unanswered. However, 
Daniel M’Naghten is forever remembered as the 
man who set a lasting legal precedent.13 

Dr Kaplan is a forensic psychiatrist in the School of 
Medicine at Western Sydney University, Australia, and a 
research fellow in the Department of History at Stellen-
bosch University, South Africa. His latest book The King 
Who Strangled His Psychiatrist and Other Dark Tales is 
seeking a publisher.
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Thomas G. Gutheil, MD

Although a “fact witness” is con-
strained to testify only to what 
was observed by the 5 senses, the 
“expert witness” is permitted to draw 

inferences and conclusions from other sources—
hospital records, other experts’ examinations, 
basic principles, and so on. In a given context, 
a fact witness may testify, “I saw the defendant 
run through a red light,” whereas an expert 
might testify, “This doctor’s treatment of the 
plaintiff fell below the standard of care of the 
average prudent physician, causing the damage 
described.” The expert serves as a consultant to 
the court and offers opinions on subject mat-
ters that are beyond the scope of knowledge of 
the jury.

The single most important point is first to 
understand—and accept—that the courtroom 
is not a clinical space. Your efforts are not for a 
patient’s well-being, but to inform the court by 
providing an opinion, usually about an exam-
inee; the latter may be harmed by your testi-
mony, but you are held to the truth, come what 
may. This expert role requires you to abide by 
courtroom rules, especially the Socratic model of 
question and answer. One cannot give speeches 

or digress from the point of the question asked. 
Moreover, experts should refrain from making 

comments about individuals in the courtroom. It 
is fine to ask that a question you did not under-
stand be repeated, but one should not tell the 
cross-examining attorney, “You are just trying to 
trap me.”

Second, you will be under oath, which means 
that false statements make you vulnerable to a 
charge of perjury—a very serious matter. 

Third, experts must not only know the case 
cold, but also be prepared to meet challenges 
to the provided opinion, in the form of 
cross-examination, the latter of which is aimed 
at impeaching the expert’s testimony and weak-
ening the expert’s credibility. Because every 
case has 2 sides, testifying experts should not 
take impeachment efforts personally but should 
realize that the adversarial structure of the law 
requires both sides being addressed and tested.

Fourth, be sure to wait until the question 
is completely finished, because the end of the 
question may be a “twist.” Pause and think 
about your answer. “I do not know” and “I 
do not recall” are perfectly valid responses 
when appropriate.

Fifth, during your testimony, the opposing 
lawyer may object; allowing this is another good 
reason to pause before answering. The objec-
tion, based on a legal principle that may not be 
apparent to you, usually allows you to answer. 

The judge will either sustain the objection, 
which means the question may need to 

be repeated or rephrased, or overrule 
the objection, which means you will 

be allowed to answer. If you are in 
doubt, ask the judge, whom you 

address as “Your Honor.” At a 
later point, the court will decide 
what to do with the testimony 
that drew the objection; the 
possibilities are that your 
testimony, in whole or in part, 
will be accepted as evidence or 
excluded for various reasons. 
None of this is your problem. 

Sixth, turn off your cell phone 
before taking the stand. Judges 

can get annoyed at your phone 
going off mid-testimony, as this may 

seem to place your importance over the judge’s.
Seventh, after the court dismisses you, that is 

the end of your testimony (“You may step down, 
doctor”). Gather your materials, if you have 
brought any to the witness stand; be sure to leave 
official marked exhibits behind; and leave—do 
not try to get in a last word. One of the great and 
inescapable disappointments of testifying is that 
you may not be able to get your point across or 
to present your full opinion because of sustained 
objections or lawyer shenanigans. Swallow the 
bitterness, and accept that the system is not in 
your control. A great scholar once noted, “The 
expert witness is a hood ornament on the vehicle 
of litigation, not the engine.”

Note as a general point that the majority 
of these suggestions also apply to the depo-
sition, an examination under oath pretrial as 
a part of “discovery” in which attorneys and 
a stenographer are present without a judge. 
The objections will be made part of the paper 
record, and a judge will later similarly decide 
whether to accept or exclude the materials that 
drew objection.

Note as another general point that observing 
testimony or acquainting yourself with some of 
the literature on testifying may be well worth the 
time and effort before you testify.

 
Dr Gutheil is a professor of psychiatry and cofound-
er of the Program in Psychiatry and Law, Beth Israel 
Deaconess Medical Center Department of Psychiatry 
at Harvard Medical School in Boston, Massachusetts. 
He is the first professor of psychiatry in the history of 
Harvard Medical School to be board certified in both 
clinical and forensic psychiatry. An internationally known 
forensic psychiatrist and author of more than 300 
publications in the national and international clinical and 
forensic literature, Gutheil has served as a consulting 
or expert witness in more than 40 states. The recipient 
of every major award in the forensic field and multiple 
teaching and writing awards, he is also the recipient of 
the 2000 A. Clifford Barger Lifetime Achievement in 
Mentoring Award, Harvard Medical School. Gutheil is on 
the editorial board of Psychiatric TimesTM.  

What Are Best Practices for Psychiatrists 
When Serving As Expert Witnesses?

QUICK CONSULT

One of the great and ines-
capable disappointments of 
testifying is that you may 
not be able to get your point 
across or to present your 
full opinion because of  
sustained objections.
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Sharon Packer, MD

Sometimes we say that “the more things 
change, the more they stay the same.” 
Sometimes we also say that “times 
change” and leave it at that. Which old 

adage is more accurate?
This question is not included in the proverb 

part of the mental status exam. However, answer-
ing it can help us compare our contemporary 
concerns with lessons learned from a nearly 
50-year-old clinical case involving an African 
American veteran. 

As I write, we are nearing the year 2023, but 
the event occurred in 1973, half a century earlier. 
Because that sounds like a very long time ago—
chronologically at least —the clinical case may 
be more suited to a history of medicine journal 
than one with up-to-date topics, except for the 
fact that same situation could conceivably occur 
today. (Albeit with different players at a different 
location and perhaps with a different diagnosis.)

Presumably, we are familiar with current concerns 
with race-based medical divides, but what was hap-
pening in 1973, both in the wider world and in my 
narrow medical school world? Let us turn back time.

In 1973, “Bad, Bad Leroy Brown” topped the 
charts. In 1973, the Vietnam War had just ended. 
It was America’s longest war and America’s most 
disputed war. Soldiers were returning home, 
often to an unwelcoming world. Films like Super 
Fly and Shaft graced (or disgraced) the big 
screen, while The Godfather (1972) won the Acad-
emy Award. Richard Nixon was still in the White 
House, not yet impeached but sorely stained by 
the Watergate scandal. The Yom Kippur War 
began and ended in October 1973, with Israel the 
victor and Golda Meir still prime minister. Jim 
Croce, who brought us “Leroy Brown,” died in a 
plane crash, also in October.

Then there was me, entering my last year of 
medical school and in need of an externship and 
some extra money, and ideally an externship that 
offered extra learning. I applied to the human 
resources (HR) department at the US Department 
of Veterans Affairs (VA), having heard that there 
were part-time positions. When the man at the 
HR desk asked me if I could type, even after he 
heard that I was a fourth-year medical student, I 
secretly fumed but took it in stride—few sued for 
gender discrimination in 1973, when gender (as 

well as race) stereotypes were still commonplace, 
even in major metropolitan areas of America. 

As luck would have it, someone more important 
than the HR representative was standing in the 
same anteroom. That someone was the chair of 
the VA Psychiatry Department, who intervened 
and asked me about my interest in an externship 
that he was about to advertise.  

A position for a medical student had just opened 
at a brand-new methadone program at Chicago’s 
West Side VA, he said. Methadone was big news 
back then, having been approved in 1971, but the 
addiction antidote faced severe legal restrictions 
by 1973. The psychiatry chair explained that he 
had just won a large grant to pilot a methadone 
program for vets—not just Vietnam vets, but all 
vets. Of course, Vietnam vets garnered the most 
attention for many reasons, not only because anti-
war protests made virtually everyone aware of the 
controversial war, but also because of alarming 
reports of heroin addictions acquired in the jungle.

The concept of methadone treatment was 
intriguing. Was drug addiction biological, socio-
logical, psychological, or even political? Who 
knew back then? (And who knows for sure even 
now?) Genetics as we know it was not on the 
radar in 1973, although race-based theories about 
addiction abounded. The VA position sounded 
like an ideal learning experience, even if the pro-
gram functioned more like the Wild West than a 
structured medical school clerkship.

The fact that politics made its mark on this 
new approach added to the appeal. Political 
opposition to methadone was strong in 1973, far 
stronger than opposition to buprenorphine today. 
On the other side of the spectrum, the Black 
Panther Party accused politicos of ignoring heroin 
distribution in Black neighborhoods intentionally 
(as they alleged), in an attempt to retain control 
over Black citizens rendered placid by poppy 
by-products. Black Panthers also ran free clinics 
and screened for sickle cell anemia. Their edgy 
opinions were impossible to ignore when working 
on the West Side of Chicago, especially as group 
therapy discussions often alluded to popular 
Black Panther pronouncements.

I was assigned to perform physical exams on 
prospective patients during their enrollment. It was 
an interesting experience; I learned to identify flat 
affect by listening to a patient speak in monotone as 
he described the joyous experience of his firstborn’s 

birth. A more animated heroin-addicted vet spoke 
in singsong, rhyming each sentence and spitting out 
words like bullets. The department chair explained 
that these patients were self-medicating their symp-
toms with the psychoactive agent that was most 
readily available to them at the time: heroin.

Most potential patients were young and had 
recently returned from Vietnam, where up to 
25% of service men developed dependencies 
on opium.1 All our veterans were men, and all 
patients in the program were African American. A 
few stragglers were left from earlier wars.

One man, let us call him “Henry,” was so “old” 
that he had flown in unpressurized planes. The 
younger men on the unit appreciated his old-time 
airplane stories––but no one enjoyed hearing 
him scream for more methadone.

Henry did not just scream for more medication, 
he literally rolled on the floor, ranting and raving 
and demanding higher doses. Seasoned addic-
tions counselors paid no attention to his gyrations 
and verbalizations. They wrote off his histrionics 
to addictive behavior. Younger psychologists 
explained his actions in more psychodynamic 
terms, pointing out that he was “dependent on 
drugs” and was now “acting like a baby,” and 
thereby demonstrating more of his “oral-depen-
dent” personality. That answer made sense on the 
surface, until more data surfaced. 

When I performed Henry’s physical, he com-
plained loudly about episodic pain in his legs, even 
though he had no visible injuries or trauma his-
tory. His lab results were normal save for his sickle 
cell trait (SA). Yet he was not anemic. At the time, 
SA was not deemed dangerous, although some 
academicians were reconsidering this “received 
wisdom.” Still, Henry’s condition seemed far 
removed from the seriously ill children with sickle 
cell disease whom I encountered on the pediatric 
wards of the nearby county hospital.

To appease Henry, and to confirm my concern 
with his “chief complaint,” I requested an ortho-
pedic consult to examine his legs. The orthope-
dic department in turn requested x-rays, as per 
protocol. When I returned to the ward, a team 
of young orthopedists were gasping at x-rays 
mounted on a make-do light box. The chief resi-
dent proudly pointed out infarctions in Henry’s 
long bones, exactly where he complained of pain. 
The infarctions reminded him of infarctions in 
patients with sickle cell anemia.

Lessons From a Decades-Old Case of Zebra 
Diagnosis in an African American Veteran
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We double-checked Henry’s labs and confirmed 
the presence of sickle cell trait, and nothing 
but. When we reviewed his military history, we 
realized that the hypoxia from unpressurized 
planes could induce such symptoms in individuals 
who carried the trait. We have learned much 
more about SA since 1973, but a literature search 
revealed reports of splenic infarctions in Korean 
War veterans with SA as far back as 1954.2

I perused the available journal articles. The name 
of one prolific author stood out: Fred Rosner, MD, 
a hematologist, academician, and medical ethicist 
who had recently published a letter on SA in 
the New England Journal of Medicine (1972). 
Rosner’s name was well known in other circles 
because of his publications on medicine in Jewish 
law (1972). This case was a prime example for 
both hematology and medical ethics—and for the 
history of medicine, given that this “zebra diagno-
sis” might not have been made earlier in time.

I felt sick at the thought that Henry had suf-
fered so long—and not just physically, but morally 
as well. He was ostracized and stigmatized, 
unaware that his opiate use was a response—
partially, if not fully—to untreated pain, which 
was dismissed as psychological. Now he was in a 
methadone program and receiving methadone, 
but just not enough. Ironically, many pain spe-

cialists use that treatment for pain today.
Medical journals debated the risks of sickle 

traits in those years3,4 (and they continue to do 
so to this day). The US Navy had begun screen-
ing candidates only a year before,5 but it is likely 
that the plight of similar soldiers flew beneath 
the radar for years. It seems that records were 
reopened as more data about high altitudes and 
unpressurized planes accrued, and as some sud-
den mysterious deaths in military recruits were 
later linked to SA. Preinduction screening eventu-
ally became standard in all military branches.6,7 

Upon reflection, I would think that this veteran 
deserved reparations for a service-related injury, 
rather than the reprimands he received. I wonder 
if a pain syndrome from a medical condition that 
was more prevalent in nonminority ethnic or 
racial groups would have been accorded attention 
from the start. That question is being asked again 
in other venues today. 

Discussion
Henry’s case opened many questions, both for 
Henry and society. It answered 1 question for 
me: It reaffirmed the value of studying medicine 
before practicing psychiatry or psychopharmacol-
ogy. It was bad enough that the source of Henry’s 
suffering went unidentified for so long. What if 

we had parroted the psychodynamic explanations 
for his crying bouts without looking further?

Prescribing methadone for Henry’s addiction 
without tracking the source of his pain might 
have dampened his drug seeking, but identifying 
its medical origin gave him an opportunity to 
change his self-image, as well as his behavior, and 
to change the way that society saw him. Luckily, 
psychiatrists are physicians first.

Dr Packer is an assistant clinical professor of psychiatry 
and behavioral sciences at Icahn School of Medicine at 
Mount Sinai in New York, New York.

NOTE: An earlier version of this article was published in 
Psychiatric Times™, May 15, 2015.
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Ron SouthwickAMA President Addresses the State of Medicine 
IN A RECENT SPEECH, American 
Medical Association (AMA) President 
Jack Resneck Jr, MD, shared his frustra-
tion with the unrelenting disinformation 
being spread and the growing govern-
ment interference in health care.

In the wake of the Supreme Court 
overturning Roe v. Wade, Resneck 
noted several laws have been enacted 
that makes it increasingly unclear what 
doctors can do in emergency situations. 
He also shared his frustration over the 
harassment of doctors providing gen-
der-affirming care and the lack of action 
on addressing gun violence.

Speaking before the AMA’s House of 
Delegates in Honolulu, Hawaii, Resneck 
said, “Enough is enough. We cannot 
allow physicians or our patients to 
become pawns in these lies.”

He added, “All of this is exacerbating 
the burnout crisis in medicine. Doctors, 
facing threats and obstacles on so 
many fronts, are tired.”

Although the AMA is a nonparti-
san organization, Resneck said it will 
not look the other way in the face of 
disinformation and the attacks that are 
increasing burnout among physicians.

“Make no mistake,” he said. “When 
politicians insert themselves in our exam 
rooms to interfere with the patient-phy-
sician relationship…when they politicize 
deeply personal health decisions or 
criminalize evidence-based care…we will 
not back down.

“We will always stand up for our 
p o l i c i e s … f o r  p h y s i c i a n s … a n d  f o r 
o u r  patients.” 

Some state laws that restrict abortion 
allow procedures to save the patient’s 
life or avert serious health complica-
tions, but some laws are confounding 
doctors and driving them to seek 
legal counsel before providing care. 
Legal battles continue at the state 
level regarding what doctors can do in 
emergency situations.

Resneck also pushed back against a 
campaign saying doctors are exagger-
ating accounts of patients with ectopic 
pregnancies, complications after mis-
carriage, or denials of typical treatment.

“I never imagined colleagues would 
find themselves tracking down hospital 
attorneys before performing urgent 
abortions, when minutes count…asking 
if a 30% chance of maternal death, or 

impending renal failure, meet the criteria 
for the state’s exemptions…or whether 
they must wait a while longer, until their 
pregnant patient gets even sicker,” 
Resneck said.

“In some cases, unstable patients 
are being packed into ambulances and 
shipped across state lines for care,” 
he added.

In addition to filing briefs in state 
and federal courts, the AMA has 
pressed its case before President 
Joe Biden’s administration and in 
congressional hearings.

“I can’t sugar-coat how dangerous it 
is for physicians to know that governors, 
legislators, state attorneys general, and 
law enforcement are all perched on 
their shoulders in exam rooms, waiting 
to judge decisions we make in part-
nership with our patients,” he said. “It’s 
getting mighty crowded with all those 
folks squeezing into our exam rooms!”

“We didn’t pick this political fight,” 
Resneck added, “but we will stand up 
for our patients, for the policies of this 
House, and for our profession.”

Resneck also discussed the attacks 
aimed at doctors and hospitals that 

provide gender-affirming care, such as 
the threats against Boston Children’s 
Hospital. He said lies are clouding the 
ability of doctors to care for transgen-
der patients; disinformation is being 
spread, such as doctors not involving 
families in health care decisions.

The AMA, American Academy of 
Pediatrics, and Children’s Hospital 
Association have sent a joint letter 
asking US Attorney General Merrick 
Garland to stop the rise in threats and 
violence aimed at doctors, hospitals, 
and families for providing and seeking 
gender-affirming health care. Resneck 
derided those who equated that with a 
call for censorship.

“That’s simply untrue, but it’s part of 
an effort to criminalize gender-affirming 
care,” Resneck said. “Physicians under-
stand the evidence that it, along with 
lessening stigma and discrimination in 
the community, reduces depression 
and suicide risk among transgender or 
nonbinary adolescents.”  

Read more  
Medical Economics : 
https://bit.ly/3EZgyBc
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Unfortunately, our 
retired sporting heroes 
often share more than 
medals, memories, and 

magical moments. Increasingly, 
many are united in suff ering from 
chronic traumatic encephalopathy 
(CTE) due to repeated head injuries 
and concussions sustained during 
their competitive careers. 

CTE has been known for more 
than a century, but is now rec-
ognized as a prevalent condition 
among former stars of many 
high-impact sports, including 
American football, soccer, boxing, 
rugby, and ice hockey. It shares 
features with Alzheimer disease 
(AD), and with possible research 
breakthroughs into treatment for 
AD, could we start to hope for a 
treatment for generations of sports 
people with the condition as well?  

Currently there are no dis-
ease-modifying therapies for the 
thousands of former sports play-
ers suff ering from the memory 
loss, decline in cognitive abilities, 
confusion, depression, and behav-
ioral changes that accompany the 
early-onset dementia stemming 
from CTE. Age of onset varies but it 
can be notably early in midlife for 
many, resulting in a stark impact on 
quality of life. Cognitive impairment 
is often accompanied by physical 
symptoms that manifest as tremors 
and slurred speech. 

Legal Action
In the United Kingdom, a group 
of 175 current and former rugby 
players, both male and female, 
are part of a group legal action 
against the sport’s governing bodies 
because they have been diagnosed 
with traumatic brain injury, early 
onset dementia, and CTE.1 Indeed, 

the 8 former professional players 
who brought the initial case are all 
under 45 years old. The professional 
players leading the court case have 
heartbreaking stories to tell. Steve 
Thompson, for instance, cannot 
even remember winning the rugby 
World Cup with England in 2003 
and wishes he had never played 
the game.2

The claimants are looking to 
some compelling precedents. A 

decade ago, the National Football 
League (NFL), the governing body 
for American football in the United 
States, came to a settlement of 
$765 million, with more than 4500 
former players, after conceding that 
head trauma could have serious 
lasting consequences.3

Current Research
Harrison Martland, MD, fi rst 
reported the association between 

repetitive head trauma and neuro-
degeneration in a ground-break-
ing paper published in 1928. He 
described a series of boxers who 
developed a parkinsonian syn-
drome and mental deterioration 
later in life and were known as 
being “punch drunk.”4 His fi ndings 
were reinforced in a 1973 paper, 
“The Aftermath of Boxing,” which 
described the classical pathological 
appearances of so-called dementia 
pugilistica and diff erentiated it from 
other neurodegenerative diseases.5

Omalu et al published the fi rst 
case of CTE in a retired NFL 
player in 2005.6 Today, Ameri-
can football is the contact sport 
most commonly associated with 
autopsy-proven CTE,7 with rates of 
more than 80% being reported in 
experienced players.8

Among more recent compelling 
evidence, fi ndings from the FIELD 
study conducted at the University 
of Glasgow in Scotland established 
that the risk of dementia among 
professional soccer players is almost 
4 times higher than among their 
peers in the general population.9

Awareness of the issue was raised 
recently by media stories high-
lighting the prevalence of dementia 
among members of England’s 1966 
World Cup–winning squad.

In response to demand, an inter-
national panel of experts called the 
Concussion in Sport Group (CISG) 
meets every 4 years to review the 
latest research and to set proto-
cols on best practices for handling 
head injuries. So far, however, 
sports bodies have mainly focused 
on mitigating future risks such 
as moving to limit the amount of 
physical contact in training sessions 
(which accounts for as much as 
90% of collisions experienced by 
professional rugby players) and to 
ban tackling in rugby and heading 

Is Alzheimer Disease Research Key to 
Effective Treatment of CTE in Athletes?

TABLE 1. Probable Chronic Traumatic Encephalopathy9

For a diagnosis of probable chronic traumatic encephalopathy, all the 
following must be met:

1.  Meets traumatic encephalopathy syndrome criteria 

2.  Extensive exposure to a contact/collision sport such as American 
football ≥ 11 years (including at least some at college level) or boxing, or 
other sports with high-level exposure to repetitive head impacts to an 
equivalent extent

3.  Cognitive impairment

Plus, 3 of 5 of the following must be present:
  Delayed onset 
  Motor signs, not most likely accounted for by 
other etiology
  1 or more psychiatric features 
  Neurobehavioral dysregulation 
  Severity of functional dependence = mild dementia 
or worse
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the ball in football for players under 18 
years old. However, pitch-side man-
agement of athletes with minor head 
injuries across diff erent sports remains 
inadequate in many instances.

Until now, there has not been much 
therapeutic research, and there have 
not been many clinical trials that 
could find potential solutions and 
offer peace of mind for those affected 
by CTE, or for the generations likely 
to be affected in the future. However, 
the disease process leading to CTE 
is now better understood because of 
the work of research teams studying 
pathological features in the brains of 
former sports players. 

Tau Pathology
CTE is a tauopathy but with a diff erent 
pattern of tau pathology spread com-
pared with that seen in AD. Research-
ers at TauRx Therapeutics have 
been studying tau pathology in AD for 
decades, focusing on the development of 
a tau aggregation inhibitor—currently in 
a late-stage clinical trial called LUCID-
ITY studying mild cognitive impair-
ment due to AD and mild-moderate 
AD—in recognition of the established 
correlation between tau pathology and 
the rate of clinical decline in patients 
with AD. 

CTE shares key features with AD. 
Tau protein in a healthy brain plays a 
critical role in microtubule stability, 
allowing for the eff ective transport of 
cell nutrients and neurotransmitters 
to the synapse. However, if the tau 
protein malfunctions through brain 
injury (as in CTE) or age-related factors 

(as in AD), then it misfolds and causes 
other free tau protein to misfold and 
aggregate. This forms insoluble aggre-
gated tau tangles and sets off  a chain 
reaction of aggregation of abnormal 
tau. These tau aggregates can rapidly 
spread between cells, leading to a point 
at which irreversible neuronal cell 
damage occurs.

Although CTE has been seen in young 
individuals, symptoms do not generally 
appear until years after the concussions 
or head impacts have been sustained. 
This suggests that there is a window of 
opportunity to intervene therapeutically. 

Treatment Options
Treatment of established CTE is 
currently limited to supportive mea-
sures with a variety of symptomatic 
medications currently used for AD and 
Parkinson disease, psychostimulants, 
and antidepressants; however, the 
evidence base is weak and there are 
no approved medications for CTE. But 
greater understanding of tau pathology, 
as the common link between sports-re-
lated early-onset dementia and other 
tauopathies such as AD, could off er a 
way forward. Clinical trial data suggest 
that tau aggregation inhibitors have 
the potential to disassemble the tau 
tangles and allow the clearance of the 
tangled, or misfolded, proteins in order 
to slow clinical decline and reduce the 
damage to synaptic transmission and 
brain function.

Given that CTE is a tauopathy, 
research into tau-based therapeutics is 
the major focus for developing dis-
ease-modifying treatments. Diagnos-
tic criteria for probable CTE (Table 
1),9 including the related criteria for 
traumatic encephalopathy syndrome 
(Table 2),10 are available and have 
been weighted toward the high specifi c-
ity required for clinical trials.

Concluding Thoughts
Therapeutic research and clinical trials 
have the potential to fi nd solutions and 
off er hope for those individuals aff ected 
by CTE now, and for the generations 
likely to be aff ected in the future. Tau 
aggregation inhibition could prove to 
be a promising target for disease mod-
ifi cation in other non-AD tauopathies 
like this. 

A century after the identifi cation of 
dementia pugilistica and punch-drunk 
syndrome, AD research may off er 
the key to eff ective treatment for the 
sporting heroes whose lives have been 

TABLE 2. Primary Diagnostic 
Criteria for Traumatic 
Encephalopathy Syndrome10

For a diagnosis of traumatic 
encephalopathy syndrome, all the 
following must be met: 

1.  Substantial exposure to 
repetitive head impacts from 
contact sports, military service, 
or other causes

2.  Core clinical features of 
cognitive impairment and/or 
neurobehavioral dysregulation 

3.  A progressive course 
(worsening over at least 1 year 
without further impacts)

4.  Clinical features not fully 
accounted for by any other 
neurologic, psychiatric, or 
medical conditions 
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If You Ask Me My Name
Richard M. Berlin, MD

If you ask me my name
I will say healer, priest, arrogant crow
costumed in white, refl ecting moon.
My name is scared and distant
and sometimes too tired to care.
I am death’s reluctant lover,
a child’s guide, mother, father,
hero and fool. And if you like it simple,
doctor will do.

Dr Berlin has been writing a poem about his experience 
of being a doctor every month for the past 25 years in 
Psychiatric TimesTM in a column called “Poetry of the Times.” 
He is instructor in psychiatry, University of Massachusetts 
Medical School, Worcester, Massachusetts. His latest book 
is Freud on My Couch.   

blighted by the sports to which 
they gave so much.

Dr Miller is a specialist anesthe-
tist, having worked as a consultant 
anesthetist for 25 years. She entered 
pharmaceutical research when she 
began working as a sub investigator 
and principal investigator in London, 
England, focusing on Alzheimer 
disease. She joined TauRx Thera-
peutics in 2018 as medical oversight 
lead, responsible for patient safety in 
the TauRx trials. In her additional role 
as head of medical a� airs, Dr Miller 
is responsible for relationships with 
external stakeholders and leads the 
information and education delivery 
resulting from TauRx’s research 
programs.
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Adherence, comorbidities, and treatment efficacy in bipolar I disorder (BDI) were the 
themes discussed by Vladimir Maletic, MD, MS, and Andrew J. Cutler, MD, in a recent 
PsychView custom video series. 

Both Maletic, a clinical professor of psychiatry and 

behavioral sciences at University of South Carolina 

School of Medicine in Greenville, and Cutler,  chief 

medical officer at Neuroscience Education Institute 

in Carlsbad, California, and an associate clinical 

professor of psychiatry at SUNY Upstate Medical 

University in Syracuse, said much has has changed 

since they were in medical school. 

“When we trained, we were taught there was a 

part of the brain that was responsible for depres-

sion and there was something wrong with this part 

of the brain,” said Cutler. “But we now know it’s 

much more complicated.”

“As we elucidate some of the pathophysiology 

underlying bipolar disorder, we are realizing that 

symptoms of bipolar illness map more easily on 

dysfunction of a functional brain network, and 

their communication, than they do to transmitter 

systems,” Maletic added. 

“In addition, there are issues with increased 

motoric activity in mania,” Maletic continued. “These 

individuals are restless and agitated and often 

pacing. On the other hand, salience network also 

seems to have heightened activity and, therefore, 

there is possibly a relationship with grandiosity….The 

so-called default mode network, which in part has to 

do with self-reflection of monitoring, seems to have 

decreased activity in mania.” 

Adding to the Challenge
Psychiatric comorbidities can complicate the 

diagnostic process and the treatment selection. 

The 2 most common comorbidities with BD are 

substance use disorders and anxiety, Cutler said. 

Attention-deficit/hyperactivity disorder 

(ADHD) is the third most common comorbidity 

in patients with BD, he added. “Even if patients 

don’t meet full criteria for ADHD, most of them 

have some aspects of it, especially problems with 

sustained attention and working memory.

The fourth most common comorbidity is 

binge-eating disorder, Cutler said. “I do think that 

there’s an element of dopamine dysregulation 

that goes on. And, if you think about it, ADHD, 

substance use disorder, binge-eating disorders, 

these are disruptions of the dopamine system, 

especially motivation reward. And that may be 

why some of our effective medications seem to 

stabilize the dopamine system.”

In individualizing treatment strategies, it is 

important and safe to address psychiatric comor-

bidities in addition to BDI, Cutler and Maletic said. 

For comorbid ADHD and BD, for example, using 

stimulants can be considered, Cutler said, citing 2 

large meta-analyses supported their use. 

“What the researchers found was that as 

long as the patient is adequately mood stabi-

lized—either with a traditional mood stabilizer or 

atypical antipsychotic—not only does adding the 

stimulant not hurt the patient, it actually improves 

their mood, their attention, and various other 

issues,” he explained. “Of course, they have to 

be adequately mood stabilized, and I have to be 

comfortable that they are not going to be actively 

abusing the medication.”

Similarly, comorbid anxiety disorder might 

influence Cutler’s treatment decisions. “I tend to 

use atypical antipsychotics now as a foundation, 

and then I’ll add either lithium or lamotrigine, 

perhaps divalproex,” Cutler said. “Some of the 

atypical antipsychotics appear to be better than 

others for treating comorbid anxiety.”

Cutler added that he also considers selective sero-

tonin reuptake inhibitors (SSRIs). “One place where I 

think there may be a role for SSRIs is somebody who 

has a real obsessional anxiety picture,” he said. “A little 

serotonin may help with obsessionality. But, in general, 

I do try to avoid what I call traditional antidepressants or 

non–mood stabilizing antidepressants.

“The bipolar brain is just not well buffered,” Cutler 

said. “So if you flood it with monoamines, it’s going to 

go off the road...You’ll go off into a mood episode.” 

Addressing Bipolar Depression
Maletic and Cutler both agreed that it is import-

ant to start with an FDA-approved medication 

when developing a treatment strategy for bipolar 

depression because that status indicates that the 

drug is both efficacious and safe. However, they 

noted that there is confusion around what is and 

is not FDA approved. 

“What’s interesting is when you poll audiences, 

they get [the answer to] this question wrong all 

the time: What are the approved medications for 

bipolar depression? Well, it turns out there are 

5 of them, and all 5 of them are atypical antipsy-

chotics,” Cutler said. “Lithium, divalproex, carba-

mazepine, and lamotrigine are not approved for 

acute bipolar depression.”

Although not all antipsychotics are approved for 

mania, Cutler believes  all would work for mania.

In terms of choosing medications, Cutler said 

his “whole thinking has changed.” He noted, “I still 

like lithium, and I like lamotrigine. Divalproex hasn’t 

worked as well for depression for me, so I reserve 

that for somebody with a real troublesome mania 

or frequent manias. It’s a good antimanic. But I 

tend to use the atypical antipsychotics.”

Cutler said the majority of patients have recurrent 

depressions, with depressions lasting longer, and 

an increased impairment associated more with a 

depressive state than with the manic state. Thus, 

he looks for an agent that can address and possibly 

prevent the depressions. He finds lamotrigine to be 

a good choice. He also likes lithium for maintenance. 

However, if there is an element of anxiety, he considers 

quetiapine a “go-to medication” if  the dose can be 

adjusted to minimize weight and metabolic issues.

Although the American Psychiatric Association 

BD treatment guidelines previously advised the 

use of antipsychotics acutely only, “the thinking 

has absolutely changed,” Cutler said. “We have 

several [antipsychotics] that are FDA approved for 

maintenance treatment of bipolar disorder. Very 

often what I find is if a medicine works acutely for a 

patient, it usually continues to work if they continue 

to take it. So I’m more likely to stay with the medicine 

that helps them in the acute phase.” 

Cutler cautioned that the FDA requires mono-

therapy trials but admitted that the majority of 

patients are on more than 1 medication. “Bipolar 

disorder is difficult to treat with just 1 medication,” 

he said. “We have 2 medications now that are 

FDA approved for bipolar depression in combina-

Individualizing 
Treatment Options
 in BDI
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tion with either lithium or divalproex.”

It is also important to consider associated or 

breakthrough symptoms, Cutler added. “You might 

be dealing with insomnia or anxiety or... ADHD.”

Maletic and Cutler noted that clinicians seem 

to be drawn to antidepressants as a tool, even 

though there are issues with doing so. 

“I think our brains just want to go to an antide-

pressant,” Cutler said. “This is a problem with 

nomenclature.... It’s very unfortunate that we have 

a class of drugs called antidepressants and a 

class of drugs called antipsychotics. It’s just not 

the way they work.

“I like to distinguish between what I call the 

traditional non–mood stabilizing antidepressants, 

which are predominantly reuptake inhibitors, and 

what I call the mood stabilizing antidepressants, 

which are, in fact, some of the atypical antipsy-

chotics,” Cutler said. 

“Another interesting fact is that all of the anti-

psychotics, whether first generation or second 

generation, work pretty well for psychosis and prob-

ably for mania, but they don’t all have as strong an 

antidepressant signal,” he added. “That’s what I find 

fascinating because several of the newer atypical 

antipsychotics have been studied either as adjunct 

for unipolar major depression or for bipolar depres-

sion, and there have been some failures. Then there 

are some that have had very robust antidepressant 

signals in that setting.”

A New Look at LAIs
What about the long-acting injectable (LAI) anti-

psychotics? Cutler and Maletic are impressed 

with how well they work and how well they have 

been accepted by patients. 

“I’ll never forget when I was first contacted to be 

an investigator on a study of long-acting risperi-

done, [there was] microsphere preparation with 

every 2-week injection for bipolar disorder for main-

tenance. I just thought that was kind of out there,” 

Cutler said. “I guess I’d always associated the LAIs 

with schizophrenia and psychotic disorders.

“I thought I was going to have trouble recruiting 

for this study,” he shared. “I thought patients with 

bipolar disorder tend to be higher functioning. Are 

they going to want to have a shot? I was surprised 

how many people with bipolar disorder, when 

given this option, accepted the option.”

Those studies eventually led to the FDA approval 

of risperidone long-acting microsphere prepara-

tion. “We also now have an aripiprazole long-acting 

injectable, aripiprazole monohydrate,” Cutler said. 

“That experience really changed my thinking,” 

he explained. “Sometimes I love when I’m proven 

wrong. I kind of love when I’m kind of flat-footed 

like that and just don’t consider the options.”

Another benefit of LAIs is their impact on adher-

ence. According to Maletic, studies 

show that between 40% to 60% of 

individuals with BD do not adhere to 

treatment. 

“If we ask our audience, ‘What is 

one of the biggest challenges you 

face in managing bipolar disor-

der?’...near the top is going to be 

adherence,” Cutler explained.

“[BD] works on parts of the 

brain that have to do with insight 

and judgment,” he added. “I think 

people with bipolar disorder often 

are not very self-aware.... They don’t 

always have the best insight and 

judgment.... So they may think, 

‘Well, it’s not that bad. I don’t need 

to take medication.’”

Thus, Cutler shares the LAIA option with 

patients because they may prefer it for all the 

same reasons patients with schizophrenia prefer 

it: Patients do not have to go see the doctor as 

often, they do not have to remember to take or 

think about a medication, and it is discreet—

nobody will “catch” them taking a pill. 

Plus, Cutler said he believes tolerability is bet-

ter with LAIs compared with oral medications. “If 

you think about the pharmacokinetics of an oral 

drug, the medicine has a lot of peak-to-trough 

variability, whereas the LAIs tend to have a much 

smoother blood level with less peak-to-trough 

variability,” he explained.

That, in turn, impacts the adverse effects. 

“We all know that at peak levels, you can have 

more side  effects,” Cutler said. “There is some 

evidence that there may even be less risk of 

movement disorders with [LAIs].

Based on the schizophrenia literature, LAIs 

also may be better at preventing deterioration and 

preserving the brain, Cutler said. “I tend to think of 

bipolar now a little more than I used to as a poten-

tially neurodegenerative or neuroprogressive 

disorder,” he explained. “I had a professor years 

ago who said to me, ‘Never let anybody stay manic 

or psychotic because it is bad for the brain.’ There 

is now evidence that that may be true. As we know 

with subsequent manic or subsequent depressive 

episodes, you can see a decrease not only in brain 

tissue but also in cognitive performance. Use of a 

long-acting injectable may not only prevent clinical 

relapse—it may be disease modifying.”

Although Cutler said it is not realistic to see 

LAIs as first-line treatment, the option may rise to 

the top of the list for patients who “are vulnerable 

to relapse with oral medications, either due to the 

illness itself or to their difficulty with adherence.”

Still, he likes the idea of starting the LAI conver-

sation and detailing out how it might be beneficial 

when the patient is struggling or finds themselves in 

difficult situations, like in jail or in the hospital. Peter 

Weiden, MD, a schizophrenia expert and colleague, 

put it succinctly to him, Cutler said. “Andy, you offer 

them LAI, the first time they’ll say, ‘No.’ You offer the 

second time, they say, ‘No.’ You offer the third time, 

they say ‘No.’ The fourth time, they’ll say, ‘Why didn’t 

you tell me about this before?’”

 It is all in the presentation, Cutler noted. “You 

don’t say, ‘Would you like an injection? Do you 

want a shot of your medicine?’ You would say, 

‘Are you interested in a modality that has been 

shown to prevent relapse and the consequences 

of relapse and that you only have to take, for 

instance, once a month or only have to think 

about once a month? By the way, the way it’s 

delivered is by an injection—a long-acting injec-

tion.’ I found I get better success that way.”

Concluding Thoughts
Maletic and Cutler emphasized that it is important 

to screen every depressed patient for BD and to 

make the correct diagnosis as early as possible. 

“The sooner you can recognize and diagnose 

bipolar, the sooner you can institute effective 

evidence-based treatments,” Cutler said.

The next step is to be thoughtful about the 

treatment choices. “As we have more options, 

it’s really important to think about individualizing 

treatment not only for the mood state or the 

mood episode you might be treating or the type 

of pattern that the patient has with respect to 

manias versus depressions, but also various 

comorbidities and patient preferences. It’s very 

important to offer—and get comfortable with—all 

of the different options,” Cutler said. “I like to say 

that if I only had a 5 iron in my golf bag, I don’t think 

I’d be as good a golfer as I am with my full set of 

clubs. The more different tools—the more clubs 

you have in your bag, so to speak—the better 

outcomes we’re going to have for our patients.” 

To watch this Around the Practice program, visit 
psychiatrictimes.com/psych-view/expert-perspectives 
-on-the-clinical-management-of-bipolar-1-disorder
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CASE VIGNETTE  “Ms James” is a 58-year-old 
Caucasian female with a history of bipolar disorder 
with psychotic features and borderline intellectual 
function. She has been treated with clozapine 
400 mg every night at bedtime and lithium 300 mg 
twice a day for more than 10 years, with good clinical 
response. Ms James has chronic kidney disease, 
with a current estimated glomerular filtration rate 
(eGFR) of 47 mL/min per 1.73 m2. The patient and her 
sister (the patient’s primary caretaker) are well aware 
of the adverse effects of lithium on kidney function. 
However, Ms James has a history of exacerbation 
of psychosis, which required inpatient psychiatric 
hospitalization when she discontinued lithium in the 
past. Therefore she and her sister have requested to 
continue therapy. If Ms James were to discontinue 
lithium for an extended period of time, what is the 
likely impact on her renal function?

Lithium is related to risk of chronic kidney dis-
ease (CKD), with an estimated prevalence of 10% 
to 35%.1 Fortunately, only a small percentage of 
chronic lithium users (maybe 0.5% to 1%) develop 
stage 4 or 5 CKD (requiring hemodialysis or 
transplant). Data on the effects of discontinuing 
lithium on renal function are scarce and conflict-
ing, and they are based on small samples.2,3 How-
ever, a Danish cohort study found that continuing 
lithium after a diagnosis of CKD was not associ-
ated with an increased risk of developing end-
stage CKD.4 Therefore, understanding the effects 
of lithium discontinuation on renal function is 
important for clinical decision-making.

The Current Study
Hoekstra and colleagues5 studied the trajectory 
of renal function after discontinuation of chronic 
lithium therapy. The authors investigated the lab-

oratory database of the Antes Centre for Mental 
Health Care in Rotterdam, the Netherlands. They 
identified patients who stopped using lithium 
between 2000 and 2015. They included patients 
with at least 2 creatinine values before and 1 value 
after stopping lithium, from which the eGFR was 
calculated. Another inclusion criterion was the 
availability of eGFR from at least 6 months before 
and 6 months after lithium discontinuation. The 
authors also identified a subset of patients who 
discontinued lithium at an eGFR of 60 mL/min 
or less.

Data were analyzed using linear mixed models. 
A linear trend in eGFR before and after lithium 
discontinuation was modeled by a linear spline, 
with a single knot at the point when lithium 
was stopped. The model was optimized using 
restricted maximum likelihood (REML). The 
difference in eGFR between patients with and 
without improvement in kidney function was 
compared using the Student t-test.

The authors identified 43 patients with data on 
eGFR available before and after discontinuation 
of lithium, primarily for bipolar or schizoaffective 
disorder. The mean age was 43 years, and 53% of 
patients were male. The mean duration of lithium 
therapy was 9.6 years. The most common reason 
for lithium discontinuation was adverse effects 
(37%), although decline in renal function was 
cited as the main reason for 14% of patients. 

The eGFR increased in 67% (29 of 43) of 
patients. On average, it increased by 2.0 mL/min/
year after discontinuation. In 8 patients (19%), 
eGFR continued to decline after discontinuation, 
but at a smaller rate. In the remaining 6 patients 
(14%), eGFR continued to decline at a similar or 
increased rate. Thirteen patients had an eGFR of 
60 mL/min or less when lithium was discontin-
ued. Among these patients, eGFR increased in 7 
and continued to decline in 6 patients. Among 

those with a continued decline, their mean eGFR 
at discontinuation was 32 mL/min and they had 
used lithium for an average of 8.6 years. Among 
the patients with an increase, their mean eGFR 
at discontinuation was 46 mL/min and they had 
used lithium for an average of 5.8 years.

Study Conclusions
The authors concluded that eGFR improved after 
lithium discontinuation. Furthermore, the vast 
majority of patients with CKD stage 3 or greater 
(eGFR, ≤ 60 mL/min) showed either increased 
eGFR or a decrease in the rate of decline after 
stopping lithium. Study strengths included a 
relatively larger sample size than that of previous 
studies. Limitations are the small sample size of 
patients with CKD at the time of lithium discon-
tinuation. Findings were nevertheless consistent 
with those of previous studies that showed a 
low risk of more severe CKD (stage 4 or 5) in 
this population.

The Bottom Line
In the majority of patients, lithium discontinua-
tion results in improvement in renal function or 
less rapid deterioration.

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 schizo-
phrenia section chief for Psychiatric TimesTM. The author 
reports that he receives research support from Augusta 
University, the National Institute of Mental Health, and the 
Stanley Medical Research Institute.

References
1. Nielsen RE, Kessing LV, Nolen WA, Licht RW. Lithium and renal 
impairment: a review on a still hot topic. Pharmacopsychiatry. 
2018;51(5):200-205.

2. Bendz H. Kidney function in a selected lithium population: a pro-
spective, controlled, lithium-withdrawal study. Acta Psychiatr Scand. 
1985;72(5):451-463.

3. Bendz H, Sjödin I, Aurell M. Renal function on and off lithium 
in patients treated with lithium for 15 years or more: a controlled, 
prospective lithium-withdrawal study. Nephrol Dial Transplant. 
1996;11(3):457-460.

4. Kessing LV, Feldt-Rasmussen B, Andersen PK, et al. Continuation 
of lithium after a diagnosis of chronic kidney disease. Acta Psychiatr 
Scand. 2017;136(6):615-622.

5. Hoekstra R, Lekkerkerker MN, Kuijper TM, et al. Renal function after 
withdrawal of lithium. Bipolar Disord. 2022;24(6):667-670.  

Analyzing the Effects of Lithium 
Withdrawal on Renal Function

Think Deeply, Think Well Jack M. Gorman, MD, 

joins After Hours® to discuss his work at Critica, a nonprofit organization he 

cofounded that is dedicated to fighting misinformation and improving public understanding of science and health. 

www.medicalworldnews.com/view/after-hours-think-deeply-think-well

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



CMEEARN 30 FREE 
Category 1 CME Creditspsychiatrictimes.com/cme

29
J

A
N

U
A

R
Y

 2
0

2
3

PREMIERE DATE:  January 20, 2023
EXPIRATION DATE:  July 20, 2024

This activity offers CE credits for:
1. Physicians (CME)
2. Other

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

ACTIVITY GOAL
The goal of this activity is to understand how recovery-oriented 
cognitive therapy (CT-R) promotes wellness and empowerment 
for individuals experiencing serious mental health challenges.

LEARNING OBJECTIVES
1. Describe 3 of the components that underlie and guide the 
theory of CT-R.
2. Identify at least 1 strategy that can be used in each of the core 
parts of CT-R.

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

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

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

FACULTY, STAFF, AND PLANNERS’ DISCLOSURES AND 
CONFLICT OF INTEREST (COI) MITIGATION
None of the sta�  of Physicians’ Education Resource®, LLC, or 
Psychiatric Times™or theplanners of this educational activity 
have relevant fi nancial relationship(s) to disclose with ineligible 
companies whose primary business is producing, marketing, 
selling, reselling, or distributing health care products used by 
or on patients. Drs Grant and Inverso note they have nothing to 
disclose regarding this article. 
For content-related questions, email us at PTEditor@mmhgroup.
com. For questions concerning the accreditation of this CE 
activity or how to claim credit, please contact info@gotoper.
com and include “Recovery-Oriented Cognitive Therapy: 
Promoting a Higher Quality of Life” in the subject line.

HOW TO CLAIM CREDIT
Once you have read the article, please use the following URL to 
evaluate and request credit: https://education.gotoper.com/
activity/ptcme23jan. If you do not already have an account with 
Physicians’ Education Resource®, LLC, you will be prompted to 
create one. You must have an account to evaluate and request 
credit for this activity.

Paul M. Grant, PhD; and Ellen Inverso, PsyD

Recovery-Oriented 
Cognitive Therapy: 
Changing Lives With a 
Whole-Person Approach

PEER REVIEWED

Individuals with serious mental 
health conditions, such as schizo-
phrenia, will die, on average, 
almost 3 decades earlier than 
members of the general popu-
lation.1 This increased mortality 
is the result of medical illnesses 
(eg, kidney disease, heart disease, 
obesity, type 2 diabetes, sub-
stance use disorders).2 Unfortu-
nately, the empirically supported 
psychiatric treatments for schizo-
phrenia (eg, psychosocial rehabil-
itation, pharmacotherapy, cogni-
tive therapy for psychosis) show 
little effi  cacy in reversing this 
mortality trend.3 Two of the most 
prominent social determinants of 
health and wellness—purpose and 
connection4,5—are often missing 
in the lives of individuals with a 
diagnosis of schizophrenia. Poor 
prognosis is also associated with 
treatment dropout or a lack of 
engagement in treatment.6

Recovery-oriented cognitive 
therapy7 (CT-R) is formulated to 
meet the call for more personally 
relevant treatment approaches.8

By focusing on personalized 
connection, active purpose, and 
the pursuit of one’s desired life, 
along with empowerment relative 
to life’s stressors,9 CT-R aims to 
promote a high quality of life and 

transformative wellness. 
The CT-R approach includes 

practical strategies and inter-
ventions that comprise recov-
ery-oriented treatment, which has 
been the mandate for care in the 
United States since the 2002 pub-
lication of the President’s New 
Freedom Commission on Mental 
Health report.10,11 As an action-
based, whole-person approach, 
CT-R is applicable across the 
human age range and fi ts fl exi-
bly into the scope of practice of 
health professionals and para-
professionals working in a wide 
variety of care delivery settings. 
CT-R has been implemented as 
an individual and group inter-
vention; it has been the basis of 
milieu-based programming; it 
has guided treatment eff orts of 
community-based teams; it has 
galvanized peer specialist work; 
and it has produced recovery-ori-
ented care while maintaining 
safety in forensic contexts.12

The 3 Defi ning Principles
We developed CT-R in partner-
ship with Aaron T. Beck, MD. 
Three of Beck’s main contribu-
tions to medicine are hallmarks of 
the approach and can be found in 
the Table.13-16

The theory of modes and the
cognitive model. CT-R theory 
embeds the cognitive model 
within the theory of modes 
(Figure 1) to create a whole-per-
son understanding of how each 
individual fl ourishes (the adap-
tive mode) and how they can get 
caught up in myriad challenges 
(the disconnected mode). CT-R 
is based on the clinical obser-
vation that anyone can quickly 
change between positively 
oriented and negatively oriented 
modes of living. 

Providers can locate the 
adaptive mode by asking what 
an individual is like at their best: 
When is their aff ect brighter, 
their communication clearer, 
their energy enhanced? What are 
they doing in these times? Acti-
vating the adaptive mode makes 
positive beliefs—such as the 
ability to connect, contribute, and 
be valued—become more accessi-

TABLE. Three 
Hallmarks of CT-R
1. The theory of modes13,14 

2. The cognitive model15

3. Guided discovery16
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ble, be held with greater conviction, and prompt 
positive expectations for enjoyable, meaningful, 
or aspiration-driven action. 

This positive cognitive triad—self, others, 
future—of the adaptive mode contrasts with the 
disconnected mode. In the disconnected mode, 
which is dominated by greater activation of nega-
tive beliefs, the individual may perceive themselves 
as incapable, lacking purpose, or being broken. 
Consequently, they express negative expectations 
about the future (eg, “I won’t enjoy doing things” 
or “I can’t do anything”). They may respond to 
these beliefs with negative symptoms of with-
drawal and isolation or with reactive behaviors 
like self-injury, aggression, or substance use. It is 
apparent when individuals are in the disconnected 
mode based on how they describe themselves, how 
they respond when presented with opportunities 
to engage in activities, or how dominant their psy-
chiatric symptoms are, such as unduly attending 
to auditory hallucinations, expressing persecutory 
beliefs, or acting aggressively. 

Guided discovery and positive action. At the start 
of treatment, the disconnected mode is easily 
activated, and the individual spends a dispropor-
tionate amount of time in it. CT-R strategies and 
interventions aim to make the individual’s best 
self actively dominate their experience. Guided 
discovery questions (eg, “What does that say 
about you?”) turn this positive action into per-
sonal meanings that empower the individual to 
grow and sustain the life of their choosing.
The experiential process begins in finding activ-
ities to do together to access the adaptive mode. 
Making these activities occur more often and 
adding others energizes it. Predictable shared 
activity makes CT-R appealing, enjoyable, and 
worth continuing. It also produces a meaningful 
connection and interpersonal trust, which are 
important wellness factors. Trust can be lever-
aged to develop the adaptive mode, a process by 
which the individual shares and enriches cher-
ished, long-term life targets. This process inspires 
hope—another key wellness factor—and leads to 
activity that actualizes the meaning of the individ-
ual’s aspirations. In this way, the individual lives 
their values and experiences purpose every day, 
further accentuating wellness. Guided discovery 
can be employed at each of these steps—access-
ing, energizing, developing, and actualizing the 
adaptive mode—to help strengthen the individu-
al’s best self, cultivating resilience and empower-
ment to sustain their desired life (Figure 2).
 
CASE EXAMPLE  “Gloria” stays in her apart-
ment all day and believes that she is being moni-
tored by her household appliances. Having cut off 
communication with her family and friends, she relies 
on a case management team to drop off food and 
other basic needs at the door. Gloria’s team is trained 
in CT-R, and they decide to use it to guide their work 
with her.

Accessing and energizing. The team members begin 
by asking themselves why it might be that she will 
not let them in the door. They guess that Gloria 
believes she has no control over the monitoring 
and that she is fearful much of the time. If they 
are going to connect successfully with her, they 
will need to give her control and help her feel safe. 
Because members of the team share the same 
culture as Gloria, they hit on the idea of asking her 
about specific recipes. Initially, a team member 
goes to her door and asks low-pressure, choice-
based questions about which type of seasoning 
to use (“cumin or cayenne?”). At the next visit, 
the team member tells her how delicious the dish 
turned out and draws her attention to how helpful 
and capable she is, asking for another cooking 
tip before leaving (“tostones or potatoes?”). Soon 
team members visit and ask more open-ended 
questions to learn about new recipes (“Tell me a 
dish you love that I have to try making”). 

Gloria comes to expect the brief and predict-
able visits, waiting by the door with her next 
meal recommendation. The visits grow longer 
and more animated; each time, the team member 
gives feedback of culinary success and guides her 
to see how helpful and valued she is. After a few 
of these conversations, Gloria invites the first 
team member into her apartment, excited to show 
them furniture and family pictures. This becomes 
the new routine for the team: Gloria greets team 
members warmly and takes them inside; they 
listen to music from the old country, talk about 
friends and family, and make a meaningful dish 
from their culture together.

Developing. Gloria’s trust of the team indicates the 
time might be right to ask about aspirations. “If 
you weren’t here with me now cooking on a Tues-
day at 11 am, what would you want to be doing?” 
Taking a moment, Gloria smiles and said she 
would be teaching her grandchildren about their 
family history and singing songs with them that 
her grandparents taught her. In later visits, Gloria 
expresses a desire to reconnect with old friends 
and to volunteer at her church. Sensing a pathway 
to motivation and possibly to Gloria leaving her 
apartment, a team member asks Gloria for more 
details: “It sounds like teaching your grandchil-
dren and doing things with them is really import-
ant to you. What would the best day with them 
look like? Paint me a picture—I would love to 
envision this how you see it!” Gloria describes the 
songs they would sing and how they could draw 
out the family tree with lots of vibrant colors. 

The team member then asks: “What do you 
think would be the best part about doing this 
with your grandchildren?” Gloria initially seems 
uncertain how to respond. She had not thought 
about this in a long time, having written it off 
as impossible. The team member sharpens the 
question: “I imagine for some people the best part 
would be feeling productive and active. For others 
it would be connecting. Or maybe it’s about a 
value of traditions. Are any of those it for you, or 
maybe it’s something else?” Gloria enthusiasti-
cally responds: “It’s about family. Family is the 
most important thing you can have! Family and 
being connected to your people—your history.” 
“Doing good for others” and “having a place 

FIGURE 1. CT-R Theory Embeds the Cognitive Model Within the Theory of Modes

FIGURE 2. Accessing the Adaptive Mode to Strengthen the Individual’s Best Self
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where I belong” are the values that underly recon-
necting with friends and volunteering at church. 

Actualizing. The positive emotion Gloria expresses 
when talking about her aspirations and values 
leads the treatment team to expect that Gloria will 
want to discuss taking steps to do those things 
for real. In the next visit to her apartment, one of 
the team members asks about her aspirations. He 
checks in to make sure he has it right (in other 
words, what she wants and why). A smile comes 
to her face; Gloria agrees it is still very important 
to her. “What are some things anyone would need 
to do to feel a part of their family? Would this 
be teaching or doing something related to your 
shared culture? What do you think that would 
look like for you?” 

They sit together and write down all the pos-
sible steps. All along the way, the team member 
refers to key details of Gloria’s aspiration to 
maintain the energy and momentum. Together, 
they create a path that meets Gloria where she 
is: watching a church service online and possibly 
setting up a video chat with her children.

 
Strengthening. At every step along the way, the 
team helps Gloria notice key meanings in what 
she is doing. During the early contacts, the team 
focuses on expanding frequency of activity and 
number of connections (“I really am enjoying this; 
how about you? Should we do it again?” “Would 
you want to do this with other members of the 
team?”). Over time, the team directs the focus to 
the success Gloria is having with them (“Wow, you 
really taught me how to season the dish better than 
ever; what does that say about you?” “You have 
to be a pretty good and patient teacher to help 
me, huh?”). Later, the team homes in on the link 
between current actions and Gloria’s aspirations 
(“Every day we get up, log into church services, 
and make a meal together gets you closer to teach-
ing your grandchildren, volunteering, and connect-
ing with friends—what do you think?”). 

An important part of strengthening the adap-

tive mode is resilience (“I know it was not always 
easy to feel safe and comfortable letting us come 
in, and here we are each week cooking more and 
getting better. I wonder if it’s sometimes worth 
taking a risk, as things might go better than you 
first think they will”). Throughout this process, 
Gloria sees herself as increasingly more capable, 
valuable, connected, and safe. 

Emerging Evidence
As is true of all empirically supported approaches, 
the evidence base for CT-R is emerging. Extensive, 
multimethod literature supports the conceptual 
model of the negative beliefs of the disconnected 
mode for individuals who receive a diagnosis of 
schizophrenia.17 The positive beliefs of the adaptive 
mode are just beginning to find support in the lit-
erature.18,19 Results from a randomized controlled 
trial featuring blind raters support the efficacy 
of CT-R over standard care in the community to 
improve functional outcomes, reduce avolition- 
apathy, and lower positive symptoms,20 and gains 
were maintained over a follow-up period during 
which the therapy was withdrawn.21 In program 
evaluation studies, CT-R has been associated with 
reduction in the use of coercive control methods,22 
an increase in number of days in the community, 
an increase in hope, and the achievement of at 
least 1 Substance Abuse and Mental Health Ser-
vices Administration recovery dimension.12

Concluding Thoughts
CT-R provides practical strategies and interven-
tions to promote desired lives, reduce mortality, 
and enhance thriving in the face of life’s often 
very difficult challenges. It is readily learned 
and produces observable progress, as illustrated 
by Gloria’s course of treatment. Collaborative 
action produces a richer, desired life, empowered 
for vexing challenges. CT-R closes the distance 
between individuals who receive serious mental 
health diagnoses and everyone else. 

Dr Grant is director of research, innovation, and practice 
at Beck Institute Center for Recovery-Oriented Cognitive 
Therapy (CT-R) in Bala Cynwyd, Pennsylvania. With Aar-
on T. Beck, MD, he originated CT-R and conducted foun-
dational research to validate it. He is a coauthor of the 
books Recovery-Oriented Cognitive Therapy for Serious 
Mental Health Conditions and Schizophrenia: Cognitive 
Theory, Research, and Therapy. Dr Inverso is director 
of clinical training and implementation at Beck Institute 
Center for Recovery-Oriented Cognitive Therapy (CT-R) 
in Bala Cynwyd, Pennsylvania, and a codeveloper of CT-
R. Along with Beck and colleagues, she is a coauthor of 
the book Recovery-Oriented Cognitive Therapy for Serious 
Mental Health Conditions.
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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!

Hope. Recovery. 
Resilience. 

Seeking Psychiatrists
New York is the State of Opportunity™! Join our 

excellent team of Psychiatrists and nurse 
practitioners delivering compassionate care or 

patients involved in the justice system, through a 
multidisciplinary model. Central New York 

Psychiatric Center is a dynamic Organization that 
provides comprehensive evidence-based mental 

health services through a consortium of care in our 
inpatient hospital and statewide correctional 

facilities and it accredited by Joint Commission. 

For more information, Contact Nikki Walters, 
HR Specialist, at 315-765-3360 or 

Nikki.Walters@omh.ny.gov

Benefits:
•  Salary Range $246,429 - $325,429

•  Flexible work schedules.

•  Private practice permitted. 

•  Potential Tele-Psychiatry positions available at our VTC 
sites, including Long Island, Rockland, and NYC 
locations. 

•  Optional paid on call duty at hospital. 

•  Opportunities for academic affiliation with SUNY 
Upstate, Division of Forensic Psychiatry. 

•  Accessible Loa Forgiveness opportunities through State 
and Federal Programs.

•  Generous Benefits and Retirement Package. 

•  Relocation Assistance. 

•  Robust continuing medical education opportunites. 

•  Satellite Units located throughout MYS, within 
commuting distance of most major cities. 



Department of Psychiatry
With the continued growth of our Department of Psychiatry and our New General 

Psychiatry Residency Programs at Ocean Medical Center and Jersey Shore University 
Medical Center our vision for Behavioral Health is Bright.

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

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

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

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

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

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

As the area’s premier provider of psychiatric services, Hackensack Meridian Behavioral Health 
Services has provided comprehensive mental health and substance abuse services to the residents of 
Monmouth, Ocean, Middlesex, and Bergen Counties for over forty years. Due to continued growth and 
expansion, we are currently accepting applications for Psychiatrists to join our Mental Health and 
Addiction Interdisciplinary Teams in the following positions:

Addiction Medicine: Ocean University Medical 
Center (Brick, NJ)
Consultation Liaison: Hackensack University 
Medical Center (Hackensack, NJ
Geriatric Psychiatry: Hackensack University 
Medical Center (Hackensack, NJ)
Inpatient: Raritan Bay Medical Center (Perth 
Amboy, NJ)
Medical Director for Adult Inpatient Unit:
Riverview Medical Center (Red Bank, NJ)
Outpatient Addiction: Jersey Shore University 
Medical Center (Neptune, NJ)

Outpatient Child & Adolescent Psychiatrist:
Hackensack University Medical Center 
(Hackensack, NJ) and Ocean University Medical 
Center (Brick, NJ)
Outpatient: Jersey Shore University Medical 
Center (Neptune,NJ) Ocean University Medical 
Center (Brick, NJ) and Southern Ocean Medical 
Center - (Manahawkin, NJ)
TelePsychiatry: Fully Remote, full-time 
opportunities (Work from anywhere!)

PSYCHIATRISTS
For clinical staff and leadership positions

 
 

 

 

The State of New Jersey is an Equal Opportunity Employer
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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)
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AACAP’s 2023 Pediatric Psychopharmacology Update Institute
Impulsive Aggression Across Diagnoses 
January 27 – January 28, 2023, Brooklyn, NY
Jeffrey R. Strawn, MD, and Jean A. Frazier, MD, Co-Chairs

AACAP’s 2023 Pediatric Psychopharmacology Update Institute addresses how clinicians can 
conceptualize and manage aggression and other symptoms in various child and adolescent 
psychiatric disorders. The presentations focus on a shift from treating disorders to 
understanding and treating symptoms, including aggression, across disorders. The Institute 
also highlights recent updates and developments in the child and adolescent 
psychopharmacology literature. Finally, attendees are able to participate in small-group case 
discussions about how the evidence-based information can be tailored and applied to 
individual patients with complex presentations.

This meeting will allow you to earn up to 11 AMA PRA Category 1 Credits™.

Visit www.aacap.org/psychopharm-2023 for more information! 

AACAP’s 70th Annual Meeting
October 23-28, 2023 ۰ New York, NY
James J. McGough, MD, Program Chair

Submissions to the Call for Papers for AACAP’s 70th Annual 
Meeting are due February 15, 2023, or June 7, 2023, for (late) 
New Research Posters. 

The Call for Papers submission form is available at www.aacap.org/AnnualMeeting-2023, 
and all submissions must be made online. Abstract proposals are prerequisites for 
acceptance of any presentation. Topics may include any aspect of child and adolescent 
psychiatry.

For information about all of AACAP’s meetings and to register,
visit www.aacap.org, email meetings@aacap.org, or call 202.966.7300, ext. 2006.

California

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
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2allison.vogel@hmhn.org or call: 908-418-8014    
www.hackensackmeridianhealth.org
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Psychiatrist

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

Must have CA medical license or eligible 
to obtain it.

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

For more information regarding the 
position, please contact Dr. Nair at (831) 

454-7308

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

An Equal Opportunity Employer

Outpatient Psychiatry Opportunity
San Joaquin County Behavioral Health 

Services is seeking to fill Outpatient 
Adult [General], and Sub-Specialty 

Psychiatry (Child Psychiatry, Geriatric, 
Forensic, Addiction and Psychosomatic 

Medicine) positions in a 
multidisciplinary, recovery-oriented 

clinical setting. Services are provided 
either on-site or using a hybrid model of 
on-site and tele-psychiatry practice. The 
positions offer a very competitive salary 
with a guaranteed base, plus incentive 

opportunities, board certified 
Psychiatrists have the potential to easily 
earn over 300K+ a year; comprehensive 
health insurance; up to three retirement 

and pension programs; 35 days of 
vacation and CME time that increase 

with tenure. Signing and moving 
bonuses are also available. 

Interested J-1 and H-1B candidates are 
welcome to apply. 

Fax your CV to 209-468-2399 or email 
to BHSadministration@sjcbhs.org. EOE 

PSYCHIATRIC MEDICAL 
PRACTITIONERS, INC
OUTPATIENT Full-time

TELE-PSYCHIATRY POSITION

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

Practice from current State of Residence 

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

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

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

1099 income. Scan QR code to Apply:

   

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

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

CALL TODAY
(609) 495-4367

WANT TO PLACE AN AD?

A PROVEN PATH TO EXCELLENCE.
JOIN THE LARGEST PHYSICIAN GROUP IN NORTH BOSTON.

The Department of Psychiatry at Mass General Brigham Salem Hospital is seeking full-time and part-time BC/BE Adult and Child Psychiatrists to join our growing behavioral health team in 
Salem, Massachusetts, about 15 miles north of Boston. Salem Hospital is a member of the prestigious Mass General Brigham healthcare system, and the Department of Psychiatry is closely 
aligned with the Massachusetts General Hospital (MGH), one of U.S. News & World Report’s top ranked psychiatry programs.

Discover the benefits of being part of our Psychiatry team, including:

WE’RE A BEACON OF NEW THINKING IN INTEGRATED MEDICINE. JOIN US.
To apply or learn more about our physician opportunities, visit joinnspg.org/SpecialtyMedicine.
Or email your CV and letter of interest to Louis Caligiuri, Executive Director of Physician Recruiting, at lcaligiuri@partners.org.

• Working at Salem Hospital in the recently opened Epstein Center for 
Behavioral Health.

• A very reasonable call schedule with additional compensation and no in-house 
coverage requirements. 

• Research and teaching opportunities on-site or at Mass General, Tufts Medical 
School and Harvard Medical School with possible academic appointment.

• Highly competitive salaries and comprehensive benefits.

• Physician leadership that welcomes input to improve our clinical care, quality and 
the overall care experience.

• Employee-focused culture that emphasizes physician work/life balance, strives to 
minimize the stresses of medicine, and allows our providers to find fulfillment.

• Strong mentoring and support for psychiatrists at all levels of experience.

• An outstanding quality of life that comes from living in coastal Massachusetts 
just 15 miles north of Boston.

Salem Hospital is an affirmative action/equal opportunity employer. Minorities and women are strongly encouraged to apply. 
Pre-employment drug screening is required. The position is eligible to participate in the federal Public Service Loan Forgiveness Program.
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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

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

Psychiatric Times

mbb

9˝ x 4.˝
81580 81580-81580

•  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

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

Pennsylvania

PSYCHIATRISTS
AmeriCare Services is pleased to announce excellent 

full time opportunities with our group in several 
locations throughout, Pennsylvania.  The positions 
are inpatient, Monday thru Friday with no on-call, 

weekend, evenings or holidays. The compensation is 
$220.00 per hour.

For confidential consideration call

610-695-8521 or email:  
KGallagher@AmCareServices.com
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