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our patient is 15 years old. Legally, they cannot smoke, they cannot
drink, they cannot drive or make decisions for themselves. But they are
pressured to take a cocktail of drugs, vitamins, and supplements, limit
their diets, wear skin-tight costumes, and compete under a global microscope.
There, the whole world watches them shine…or delights in their failures.

What do you advise your patient and their family caregivers?
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T

he link between viral infections and
effects on the central nervous system has been studied with viruses
such as influenza, H1N1, and previous
coronaviruses, including SARS and
MERS. It has been documented that like
COVID-19, these viruses have been able
to produce symptoms of psychosis in
patients with no prior psychiatric conditions.1-3 Recently published studies have
shown that COVID-19 can cause severe
neuropsychological stress-inducing psychosis in affected patients.4,5 The litera-

ture covering correlations between
COVID-19 and psychosis has demonstrated that there has been an increase in
the rate of psychotic symptoms such as
paranoia, delusions of persecution, and
auditory and visual hallucinations in populations with high incidence rates of
COVID-19 infection.2,4
Researchers have also identified
COVID-19’s ability to invade the central
nervous system, thereby producing a significant inflammatory response from the
body that results in a wide array of neurological symptoms, including anosmia
and ageusia.4

Coronaviruses

COVID-19 is a highly transmissible viral
disease, part of the large family of corona-

viruses that infect many types of animals
such as camels, cattle, cats, and bats.6
Coronaviruses are generally considered nonlethal and result in 15% of common colds. Animal coronaviruses can
infect people and spread, as we have seen
with MERS-CoV, SARS-CoV, and most
recently with SARS-CoV-2, which originated from bats. The human coronaviruses were first identified in the 1960s.
There are now 7 known coronaviruses
that can infect humans, and they are divided into 4 main subgroups: alpha, beta,
gamma, and delta. SARS-CoV-2 is part
of the beta group and has been found to
have a higher transmission rate than
its predecessor, SARS-CoV. Current
worldwide case count is reported in the
CONTINUED ON PAGE 10
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ADULT ADHD1

Less chaos...

More control

2,3

Patient portrayal.

INDICATION
Qelbree is indicated for the treatment of Attention-Deficit/Hyperactivity
Disorder (ADHD) in adults and pediatric patients 6 years and older.
IMPORTANT SAFETY INFORMATION
WARNING: SUICIDAL THOUGHTS AND BEHAVIORS
In clinical studies, higher rates of suicidal thoughts and behaviors were
reported in patients with ADHD treated with Qelbree than in patients
treated with placebo. Closely monitor all Qelbree-treated patients for
clinical worsening and for emergence of suicidal thoughts and behaviors.

Rethink ADHD Symptom Control®

CONTRAINDICATIONS
• Concomitant administration of a monoamine oxidase inhibitor (MAOI), or dosing within 14 days after discontinuing an MAOI, because of an increased
risk of hypertensive crisis
• Concomitant administration of sensitive CYP1A2 substrates or CYP1A2 substrates with a narrow therapeutic range
WARNING & PRECAUTION
• Suicidal thoughts and behaviors: Closely monitor all Qelbree-treated patients 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.
Abbreviation: ADHD, attention-deficit/hyperactivity disorder.

REFERENCES: 1. Qelbree [package insert]. Rockville, MD: Supernus Pharmaceuticals, Inc. 2. Data on file, Supernus Pharmaceuticals. 3. Adler L, Spencer T, Biederman MD. Adult ADHD
Investigator Symptom Rating Scale (AISRS). Massachusetts General Hospital and New York University School of Medicine; 2010.

Please see the brief summary of full Prescribing Information on adjacent pages, or visit QelbreeHCP.com.

Qelbree and Rethink ADHD Symptom Control are registered trademarks of Supernus Pharmaceuticals, Inc.
©2022 Supernus Pharmaceuticals, Inc. All rights reserved. QBE.2022-0061
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Qelbree® (viloxazine extended-release capsules), for oral use
BRIEF SUMMARY OF FULL PRESCRIBING INFORMATION
For full prescribing information see package insert.
WARNING: SUICIDAL THOUGHTS AND BEHAVIORS
In clinical studies, higher rates of suicidal thoughts and behavior were
reported in patients with ADHD treated with Qelbree than in patients
treated with placebo. Closely monitor all Qelbree-treated patients for
clinical worsening, and for emergence of suicidal thoughts and behaviors.

CONTRAINDICATIONS
Qelbree is contraindicated in patients receiving concomitant treatment with
monoamine oxidase inhibitors (MAOI), or within 14 days following discontinuing
an MAOI, because of an increased risk of hypertensive crisis.
Qelbree should not be taken when receiving concomitant administration of
sensitive CYP1A2 substrates or CYP1A2 substrates with a narrow therapeutic
range.
WARNINGS AND PRECAUTIONS
Suicidal Thoughts and Behaviors
Higher rates of suicidal thoughts and behaviors were reported in pediatric and
adult patients with ADHD treated with Qelbree than in patients treated with
placebo.
Among 1019 patients exposed to Qelbree 100 mg to 400 mg in short-term trials,
a total of nine patients (0.9%) reported suicidal ideation (N=6), behavior (N=1) or
both (N=2). Eight patients reported suicidal ideation or behavior on the Columbia
Suicide Severity Rating Scale (C-SSRS), a validated scale that assesses suicide
risk. An additional patient treated with Qelbree reported suicidal behavior during
the clinical trials, but did not report it on the C-SSRS. Among 463 patients treated
with placebo in these studies, two patients (0.4%) reported suicidal ideation on
the C-SSRS. No patients treated with placebo reported suicidal behavior. No
completed suicides occurred in these trials.
Among 189 adults treated with Qelbree, a total of three patients (1.6%) reported
suicidal ideation on the C-SSRS, versus 0 of 183 adults treated with placebo.
No adults treated with either Qelbree or placebo reported suicidal behavior on
the C-SSRS in the study. No attempted or completed suicides occurred in the
trial.
Patients treated with Qelbree had higher rates of insomnia and irritability.
Although a causal link between the emergence of insomnia and irritability and the
emergence of suicidal impulses has not been established, there is a concern that
these and other symptoms such as depressed mood, anxiety, agitation, akathisia,
mania, hypomania, panic attacks, impulsive behavior, and aggression may
represent precursors to emerging suicidal ideation or behavior. Thus, patients
being treated with Qelbree should be observed for the emergence of precursor
symptoms.
Closely monitor all Qelbree-treated patients 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.
Consider changing the therapeutic regimen, including possibly discontinuing
Qelbree, in patients who are experiencing emergent suicidal thoughts and
behaviors or symptoms that might be precursors to emerging suicidal ideation
or behavior, especially if these symptoms are severe or abrupt in onset, or
were not part of the patient’s presenting symptoms. Advise family members
or caregivers of patients to monitor for the emergence of suicidal ideation or
behavior, and to report such symptoms immediately to the healthcare provider.
Effects on Blood Pressure and Heart Rate
Qelbree can cause an increase in heart rate and diastolic blood pressure.
In a clinical study in patients 6 to 11 years of age, 34/154 (22%) of patients treated
with Qelbree 100 mg daily had a ≥20 beat per minute (bpm) increase in heart
rate at any time point in the clinical trial, compared to 15/159 (9%) of patients who
received placebo. This finding was observed in 84/268 (31%) who received the
200 mg dose, compared to 39/262 (15%) of patients in the placebo group, and
in 28/100 (28%) of patients who received the 400 mg dose, compared to 24/103
(23%) of patients who received placebo.
In a clinical study in patients 12 to 17 years of age, 22/99 (22%) of patients treated
with Qelbree 200 mg daily had a ≥20 bpm increase in heart rate at any time point
in the clinical trial, compared to 15/104 (14%) of patients who received placebo.
This finding was observed in 69/205 (34%) who received the 400 mg dose,
compared to 35/201 (17%) of patients in the placebo group.
In patients ages 12 to 17 years, 52/205 (25%) of patients treated with Qelbree
400 mg daily had a ≥ 15 mmHg increase in diastolic blood pressure at any time
in the clinical trial, compared to 26/201 (13%) of patients in the placebo group.
In a clinical study in adult patients (18 to 60 years of age), 52/178 (29%) of patients
treated daily with Qelbree (200 mg to 600 mg) had a >20 beat per minute (bpm)
increase in heart rate at any time point in the clinical trial, compared to 23/181
(13%) of patients who received placebo. Of patients treated daily with Qelbree
(200 to 600 mg), 23/178 (13%) had a ≥ 15 mmHg increase in diastolic blood
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pressure at any time in the clinical trial, compared to 16/181 (9%) of patients in the
placebo group.
Assess heart rate and blood pressure prior to initiating treatment with Qelbree,
following increases in dosage, and periodically while on therapy.
Activation of Mania or Hypomania
Noradrenergic drugs, such as Qelbree, may induce a manic or mixed episode
in patients with bipolar disorder. Prior to initiating treatment with Qelbree, screen
patients to determine if they are at risk for bipolar disorder; such screening should
include a detailed psychiatric history, including a personal or family history of
suicide, bipolar disorder, and depression.
Somnolence and Fatigue
Qelbree can cause somnolence and fatigue. In the short-term, placebo-controlled
clinical trials in pediatric patients 6 to 17 years of age with ADHD, somnolence
(including lethargy and sedation) was reported in 16% of Qelbree-treated patients
compared to 4% of placebo-treated patients. Fatigue was reported in 6% of
Qelbree-treated patients compared to 2% of placebo-treated patients.
In adults, somnolence was reported in 6% of Qelbree-treated patients versus
2% in placebo-treated patients. Fatigue was reported in 12% of Qelbreetreated patients versus 3% of placebo-treated patients.
Patients should not perform activities requiring mental alertness, such as
operating a motor vehicle or operating hazardous machinery until they know
how they will be affected by Qelbree.
ADVERSE REACTIONS
Clinical Trials Experience
The safety of Qelbree has been evaluated in 1118 patients 6 to 17 years of age
with ADHD exposed to one or more doses in short-term (6 to 8 week),
randomized, double-blind, placebo-controlled trials.
A total of 682 pediatric patients were treated for at least 6 months, and 347
pediatric patients for at least 12 months with Qelbree.
The safety of Qelbree has been evaluated in 189 adult patients (18 to 60 years
of age) with ADHD exposed to one or more doses in a short-term (6 week),
randomized, double-blind, placebo-controlled trial. A total of 277 adult patients
with ADHD have been exposed to one or more doses of Qelbree.
Eighty-four adult patients were treated for at least 6 months, and 22 adult patients
for at least 12 months.
The data described below reflect exposure to Qelbree in 826 patients (6 to 17
years) who participated in randomized, double-blind, placebo-controlled trials
with doses ranging from 100 mg to 400 mg. The population (N=826) was 65%
male, 35% female, 54% White, 41% Black, 4% multiracial, and 1% other races.
Adverse Reactions Leading to Discontinuation of Qelbree Treatment:
Approximately 3% (n=27) of the 826 patients receiving Qelbree in clinical studies
discontinued treatment due to an adverse reaction. The adverse reactions most
commonly associated with discontinuation of Qelbree were somnolence (n=5),
nausea (n=3), headache (n=2), irritability (n=2), tachycardia (n=2), fatigue (n=2), and
decreased appetite (n=2).
Most Common Adverse Reactions (occurring at ≥5% and at least twice the
placebo rate for any dose): somnolence, decreased appetite, fatigue, nausea,
vomiting, insomnia, and irritability.
Tables 1 and 2 below lists adverse reactions that occurred in at least 2% of
patients treated with Qelbree and more frequently in Qelbree-treated patients than
in placebo treated patients. Table 1 data represents pooled data from pediatric
patients 6-17 years of age who were enrolled in randomized, placebo-controlled
trials of Qelbree. Table 2 represents data from adults with ADHD who were
enrolled in a flexible-dose, randomized, placebo-controlled trial of Qelbree
at doses of 200mg to 600mg
Table 1. Adverse Reactions Reported in ≥2% of Pediatric Patients (6 to 17
Years of Age) Treated with Qelbree and at a Rate of Greater than
Placebo-Treated Patients in Placebo-Controlled ADHD Studies
Body System
Adverse
Reaction

Placebo
N=463
(%)

100mg
N=154
(%)

Nervous system disorders
Somnolence*
4

Qelbree
200mg
400mg
N=367
N=305
(%)
(%)

All Qelbree
N=836
(%)

12

16

19

16

Headache*
7
10
Metabolic and nutritional disorders
Decreased
0.4
5
appetite

11

11

11

8

8

7

5

7

8

7

4
3

5
2

9
1

6
2

3
1
5

6
4
3

7
7
6

5
5
4

Infections and infestations
Upper respiratory
tract infections

6

Body as a Whole - General disorders
Fatigue
2
Pyrexia
.02
Gastrointestinal system disorders
Abdominal Pain*
4
Nausea
3
Vomiting
2

5/18/22 2:24 PM

QBE.20

2 2:24 PM

Table 1. Adverse Reactions Reported in ≥2% of Pediatric Patients (6 to 17
Years of Age) Treated with Qelbree and at a Rate of Greater than
Placebo-Treated Patients in Placebo-Controlled ADHD Studies
Body System
Adverse
Reaction

Placebo
N=463
(%)

100mg
N=154
(%)

Qelbree
200mg
400mg
N=367
N=305
(%)
(%)

All Qelbree
N=836
(%)

Psychiatric disorders
Insomnia*
1
2
5
5
4
Irritability
1
3
2
5
3
*The following items were combined:
Somnolence: somnolence, lethargy, sedation
Headache: headache, migraine, migraine with aura, tension headache
Upper respiratory tract infection: nasopharyngitis, pharyngitis, sinusitis, upper
respiratory tract infection, viral sinusitis, viral upper respiratory tract infection
Abdominal pain: abdominal discomfort, abdominal pain, abdominal pain lower,
abdominal pain upper
Insomnia: initial insomnia, insomnia, middle insomnia, poor quality sleep, sleep disorder,
terminal insomnia

The data described below reflect exposure to Qelbree in 189 adults with ADHD
who participated in the flexible-dose, randomized, double-blind, placebocontrolled trial with doses ranging from 200 mg to 600 mg. The population
(N=189) was 56% male, 44% female, 81% White, 12% Black, 3% Asian, 3% other
races and 1% multiracial.
Adverse Reactions Leading to Discontinuation of Qelbree Treatment:
Approximately 9% of the 189 patients receiving Qelbree in clinical studies
discontinued treatment due to an adverse reaction. The adverse reactions most
commonly associated with discontinuation of Qelbree were fatigue, insomnia,
constipation, and headache.
Most Common Adverse Reactions (occurring at ≥5% and at least twice the
placebo rate of Qelbree): insomnia, headache, somnolence, fatigue, nausea,
decreased appetite, dry mouth, and constipation.
Listed here are adverse reactions that occurred in at least 2% of patients treated
with Qelbree and more frequently in the Qelbree-treated patients than in the
placebo-treated patients. Data represents polled data from adults with ADHD who
were enrolled in a flexible-dose, randomized, placebo-controlled trial of Qelbree.
Table 2. Adverse Reactions Reported in ≥2% of Adults Treated with
Qelbree and at a Rate Greater than Placebo-Treated Patients in a
Flexible-Dose Placebo-Controlled ADHD Study (continued)

Body System Adverse Reaction

Placebo
N=183
(%)

Qelbree (200 mg to 600 mg)
N=189
(%)

Psychiatric disorders
Insomnia*
7
23
Irritability
3
4
Nervous system disorders
Headache*
7
17
Somnolence*
2
6
Dizziness
2
4
Gastrointestinal system disorders
Nausea
3
12
Dry mouth
2
10
Constipation
1
6
Vomiting
1
4
Gastroesophageal reflux disease
1
2
Fatigue
3
12
Metabolic and nutritional disorders
Decreased appetite
3
10
Cardiac disorders
Tachycardia
1
4
*The following items were combined:
Somnolence: somnolence, lethargy, sedation
Headache: headache, migraine, migraine with aura, tension headache
Insomnia: initial insomnia, insomnia, middle insomnia, poor quality sleep, sleep
disorder, terminal insomnia

DRUG INTERACTIONS
Drugs Having Clinically Important Interactions with Qelbree
Monoamine Oxidase Inhibitors (MAOI)
• Clinical Impact: Concomitant use of Qelbree with an MAOI may lead to a
potentially life-threatening hypertensive crisis.
• Intervention: Concomitant use of Qelbree with an MAOI or within 2 weeks after
discontinuing an MAOI is contraindicated.
Sensitive CYP1A2 Substrates or CYP1A2 Substrates with a Narrow
Therapeutic Range
• Clinical Impact: Viloxazine is a strong CYP1A2 inhibitor. Concomitant use of
viloxazine significantly increases the total exposure, but not peak exposure, of
sensitive CYP1A2 substrates, which may increase the risk of adverse reactions
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associated with these CYP1A2 substrates.
• Intervention: Coadministration with viloxazine is contraindicated.
Moderate Sensitive CYP1A2 Substrate
• Clinical Impact: Viloxazine is a strong CYP1A2 inhibitor. Concomitant use of
viloxazine significantly increases the total, but not peak, exposure of sensitive
CYP1A2, which may increase the risk of adverse reactions associated with
these CYP1A2 substrates.
• Intervention: Not recommended for coadministration with Qelbree. Dose
reduction may be warranted if coadministered.
CYP2D6 Substrates
• Clinical Impact: Viloxazine is a weak inhibitor of CYP2D6, and increases the
exposure of CYP2D6 substrates when coadministered.
• Intervention: Monitor patients for adverse reactions and adjust dosages of
CYP2D6 substrates, as clinically indicated.
CYP3A4 Substrates
• Clinical Impact: Viloxazine is a weak inhibitor of CYP3A4 which increases the
exposure of CYP3A4 substrates when coadministered.
• Intervention: Monitor patients for adverse reactions and adjust dosages of
CYP3A4 substrates, as clinically indicated.
USE IN SPECIFIC POPULATIONS
Pregnancy
Pregnancy Exposure Registry
There is a pregnancy exposure registry that monitors pregnancy outcomes
in women exposed to Qelbree during pregnancy. Healthcare providers are
encouraged to register patients by calling the National Pregnancy Registry
for Psychiatric Medications at 1-866-961-2388, or visiting online at www.
womensmentalhealth.org/preg.
Risk Summary
Based on findings from animal reproduction studies, viloxazine may cause
maternal harm when used during pregnancy. Discontinue Qelbree when
pregnancy is recognized unless the benefits of therapy outweigh the potential
risk to the mother. Available data from case series with viloxazine use in
pregnant women are insufficient to determine a drug-associated risk of major
birth defects, miscarriage or adverse maternal outcomes.
In animal reproduction studies, oral administration of viloxazine during the period
of organogenesis caused fetal toxicities and delayed fetal development in the
rat and maternal toxicities in the rabbit at doses approximately equal to the
maximum recommended human dose of 600mg in adults, based on mg/m2.
Oral administration of viloxazine to pregnant rats and mice during pregnancy and
lactation caused maternal toxicities and deaths and fetal toxicities at doses equal
to or less than the MRHD of 600mg in adults, based on mg/m2, respectively.
The estimated background risk of major birth defects and miscarriage for the
indicated population is unknown. All pregnancies have a background risk of
birth defect, loss, or other adverse outcome. In the U.S. general population, the
estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2 to 4% and 15 to 20%, respectively.
Lactation
Risk Summary
There are no data on the presence of viloxazine in human milk, the effects on the
breastfed infant, or the effects on milk production. Viloxazine is likely present in rat
milk. When a drug is present in animal milk, it is likely that the drug will be present
in human milk.
The developmental and health benefits of breastfeeding should be considered
along with the mother’s clinical need for Qelbree and any potential adverse effects
on the breastfed child from Qelbree or from the underlying maternal condition.
Geriatric Use
Clinical trials of Qelbree in the treatment of ADHD did not include sufficient
numbers of patients aged 65 and older to determine whether or not they respond
differently from younger patients.
Renal Impairment
Dosage reduction is recommended in patients with severe (eGFR of < 30 mL/
min/1.73m2 [MDRD]) renal impairment.
No dosage adjustment of Qelbree is recommended in patients with mild to
moderate (eGFR of 30 to 89 mL/min/1.73m2 [MDRD]) renal impairment.
The exposure of viloxazine increases in patients with renal impairment.
OVERDOSAGE
Human Experience
The pre-market clinical trials with Qelbree do not provide information regarding
symptoms of overdose.
Literature reports from post marketing experience with immediate-release
viloxazine include cases of overdosage from 1000 mg to 6500 mg times 1.7 to
10.8 the maximum recommended daily dose). The most reported symptom was
drowsiness. Impaired consciousness, diminished reflexes, and increased heart
rate have also been reported.
Treatment and Management
There is no specific antidote for Qelbree overdose. Administer symptomatic and
supportive treatment as appropriate. In case of overdose, consult a Certified
Poison Control Center (1-800-222-1222 or www.poison.org).
RA-QEL-BS-HCP-V2
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Navigating to a
Broader Population of
First-Episode Patients
John J. Miller, MD | Editor in Chief

O

ne of the core and troubling lessons
that I learned during my psychiatric residency in the late 1980s continues to haunt me. For patients with serious mental illnesses (SMI), the greater the
duration of time before a patient is diagnosed and enters treatment, the longer a
symptomatic episode lasts, the more episodes the patient has, the less adherent the
patient is with treatment, the more psychosocial stressors the patient is challenged by, the greater the presence of comorbid substance abuse, and the more
disconnected the patient
becomes from mainstream
society, the worse the patient’s long-term prognosis
will be. Intuitively, this is
simply common sense.

Neuroplasticity

The human brain’s complex neurocircuitry develops beginning at conception and continues until
well into the third decade
of life. After this, with the
basic neuronal circuits established, neuroplasticity is active until we breathe our
final breath. A detailed exploration of
neuroplasticity is a complex topic for another time. However, 2 foundational concepts of neuroplasticity are conveyed by 2
commonly used phrases: “Neurons that
fire together wire together” and “Use it
or lose it.”
Simply put, the more time that is spent
reinforcing healthy behaviors and providing a plethora of positive psychosocial
supports, the greater the likelihood is that
the individual will maximize their recovery, functioning, and quality of life during
times of acute stress/distress.
Therefore, it is not at all surprising that
a staggering number of factors determine
an individual’s risk for developing an
SMI, and these will determine the likely
life trajectory once an individual’s first
episode begins. Similarly, providing a
comprehensive treatment intervention
early in the first episode of an individual’s
SMI could profoundly impact that trajectory in a positive manner.

The RAISE Study

Identifying and treating individuals suffering from a first episode of psychosis
(FEP) in the United States remains a
daunting task on many fronts. In 2007,
acknowledging the huge unmet need—
and drawing upon the collective established experience from the United Kingdom, Canada, Australia, and Scandinavia,
which had well-established, team-based,
multimodal treatment programs for
FEP—the National Institute of Mental
Health initiated the Recovery After an Ini-

DR MILLER is medical director,
Brain Health, Exeter, New
Hampshire; Editor in Chief,
Psychiatric TimesTM; staff
psychiatrist, Seacoast Mental
Health Center, Exeter;
Consulting Psychiatrist, Exeter
Hospital, Exeter; consulting
psychiatrist, Insight Meditation
Society, Barre, Massachusetts.

tial Schizophrenia Episode (RAISE)
study. Not coincidentally, the established
programs in these other countries all provide socialized medicine that allows
ready access to a broad range of treatments, many of which are not reimbursed
by our US current health care system.1
The RAISE study recruited patients
with nonaffective FEP between the ages
of 15 and 40 years who had been treated
throughout their lives with a total of less
than 6 months of antipsychotic medications. All treatment was provided over a
2-year period at US community mental
health centers; the primary outcome was
the Heinrichs-Carpenter Quality of Life
Scale total score. A total of 34 clinics nationwide participated: 17 provided only
the NAVIGATE treatment (Table 1) and
17 provided each clinic’s “treatment as
usual.” The study enrolled 223 patients
into the highly structured NAVIGATE
arm and 181 patients into treatment as
usual. Patients in the NAVIGATE arm
whose duration of untreated psychosis
(DUP) was less than 74 weeks improved
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more than those whose DUP was 74 weeks or lonproved long-term outcome with enrollment in the
mind, do novel FEP treatment programs really
ger and those who were in the “treatment as usual”
program earlier in the FEP. This study, although
need to be modeled exactly after the RAISE pilot
group.2,3
limited to patients with schizophrenia-spectrum
study protocol? And to take it a step further, why
RAISE was a pilot study to assess the benefits
disorders, most likely extrapolates to benefits of
not establish a first episode program that is flexiof a comprehensive, albeit rigid and highly strucearly and comprehensive intervention for any pable to address the different needs across a range of
tured/manualized, program for patients with FEP
tient in a first episode of an SMI.
SMIs?
as compared with treatment as usual in 34 comIn urban areas, where there is likely to be a
Validation of Early and Aggressive
munity mental health centers in the United States.
large population of patients in FEP with a schizoIntervention
Enrollment occurred between July 2009 and July
phrenia- spectrum diagnosis, the current NAVIA significant literature has evolved to demonstrate
2011; the treatment protocols for the NAVIGATE
GATE model will likely have access to many pathat minimizing a patient’s time spent with active
intervention were established prior to 2009.
tients whose needs will be well met by it. The
symptoms will improve their long-term disease
A spinoff of the RAISE/NAVIGATE study is a
NAVIGATE consulting group should seriously
progression, quality of life, and
consulting group (www.naviconsider updating the training manuals as our
overall lifetime functioning. In
gateconsultants.org) that is
treatments expand and become more refined.
the
RAISE
study,
the
DUP
of
considered the gold standard
In more rural areas, in my opinion, a modified
Table 1. NAVIGATE
patients who received the
resource for clinics around the
treatment intervention that draws upon the basic
Interventions
NAVIGATE treatment intercountry to work with while estenets of NAVIGATE but broadens the treatment
• Personalized medication
vention clearly demonstrated
tablishing their own FEP prointerventions to target the specific needs of any
management
that earlier intervention in a
grams. This group’s model and
individual in their first episode of an SMI would
• Family psychoeducation
FEP results in significantly
accompanying treatment manbe welcome and likely significantly more cost ef• Resilience-focused
better outcomes than those of
uals are based on the original
fective. Expanding the pharmacological options
individual therapy
patients whose FEP symptoms
pilot intervention for the
to target patients presenting with their first epiwere
more
chronic.
Table
2
RAISE study.
sode of psychosis or mania or depression, and
• Supported employment
documents the dramatic differUnfortunately, this model
possibly of complex posttraumatic stress disorder
and education
ences in improvement in parpromotes antipsychotic medi(PTSD) or a crippling anxiety disorder, would not
• Treatment equaling
ticipants
whose
DUP
was
cations that were available as
be difficult for any competent psychiatric pre~5 hours/week
greater than versus less than 74
of 2009, which excludes the 6
scriber. The various treatment team-specific man• Weekly team meetings
weeks. Although limited by
newer atypical antipsychotics
uals could contain a menu of modules depending
patients with diagnoses in the
approved by the US Food and
on the patient’s primary diagnosis. The 6 core
schizophrenia spectrum, it is
Drug Administration (FDA)
components of NAVIGATE listed in Table 1
reasonable to extrapolate this phenomenon to insince then. Although the ultimate medication
would remain the same.
dividuals with all SMIs.
choice is at the prescriber’s discretion, the model
With our current limited financial and clinician
This finding further supports the benefits of
excludes these 6 newer medications and creates a
resources, a broader model that expands enrollearly diagnosis, a comprehensive treatment plan
bias against them. This is unfortunate, as all atypment for a range of individuals presenting with a
that addresses all aspects of the individual’s life,
ical antipsychotics have their unique risks and
first episode of an SMI—the earlier, the better—
development of a collaborative treatment alliance,
benefits and different propensities for adverse
would provide comprehensive treatment to a vuland retention in treatment. Ideally, in a first episode
events. Because treatment nonadherence is so
nerable population. This short-term investment in
of any SMI, treatment would begin within 4 weeks
common in early pharmacological management,
resources would likely pay for itself many times
following symptom onset. The finding in the
it would be beneficial to have updated medication
over in improved functional outcome, quality of
RAISE study that the median DUP in the United
options listed in the consulting group’s “The
life, and contributions to society.
States was 74 weeks is quite concerning, identifyQuick Guide to NAVIGATE PsychopharmacologREFERENCES
ing a major potentially modifiable failure of our
ical Treatment.”4 However, to their credit, the
1. Heinssen RK, Goldstein AB, Azrin ST. Evidence-based treatments for
group has added some long-acting injectable forcurrent medical system. As previously stated, the
first episode psychosis: components of coordinated specialty care.
National Institute of Mental Health. April 14, 2014. Accessed May 11,
mulations of the original medications to their list.
longer the brain dwells in dysfunctional circuitry
2022. https://www.nimh.nih.gov/health/topics/schizophrenia/raise/
For the RAISE study, a prospective patient reassociated with SMIs, the harder that SMI is to treat
evidence-based-treatments-for-first-episode-psychosis-compoquired a DSM-IV diagnosis of schizophrenia,
and the poorer the long-term prognosis is for imnents-of-coordinated-specialty-care
schizoaffective disorder, schizophreniform disorproved function and degree of recovery.
2. Kane JM, Schooler NR, Marcy P, et al. The RAISE Early Treatment
Program for first-episode psychosis: background, rationale, and study
der, brief psychotic disorder, or psychotic disorder
design. J Clin Psychiatry. 2015;76(3):240-246.
Concluding Thoughts
not otherwise specified. The NAVIGATE inter3. Kane JM, Robinson DG, Schooler NR, et al. Comprehensive versus
The results of the RAISE/NAVIGATE study reinvention is geared toward patients with a primary
usual community care for first-episode psychosis: 2-year outcomes
forced the benefits of early access for patients in
psychotic disorder, which greatly limits its applifrom the NIMH RAISE Early Treatment Program. Am J Psychiatry.
2016;173(4):362-372.
FEP to a comprehensive and coordinated specability to a large percentage of patients with SMI
4. Robinson D. Quick guide to NAVIGATE psychopharmacological
cialty team, as has been demonstrated in other
presenting for psychiatric treatment in their first
treatment. NAVIGATE Consultants. April 2020. Accessed May 11,
countries. A dramatic and significant finding was
episode. Similarly, the modules taught by the con2022. http://navigateconsultants.org/2020manuals/prescribthe demonstration of a greater benefit and imsulting group in each of the different treatment
ers_2020.pdf ❒
team member manuals are designed to target patients with a schizophrenia spectrum disorder.
Table 2. Outcomes in Patients Treated With NAVIGATE Over 24 Months Based on DUP
The biggest unanswerable question about the
Effect size for DUP
Effect size for DUP
RAISE study is: Which component of the treatMeasurement scale
<74
weeks
≥74 weeks
ment interventions contributed most to the positive outcome as compared with treatment as
0.54
0.07
Improvement in Quality of Life Scale
usual? From an evidence-based perspective, each
0.42
0.13
Improvement in PANSS score
of the components (Table 1) is known to improve
outcomes. Keeping this unanswerable question in
DUP, duration of untreated psychosis; PANSS, Positive and Negative Syndrome Scale.
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“Irreparable Harm”

Kamila Valieva is a 15-year-old Olympic figure
skater who competed for the Russian Olympic
Committee (ROC) in the 2022 Olympic Winter
Games, held in Beijing. During the team event,
Valieva became the first woman ever to land a quadruple jump on Olympic ice. Days later, reports of
a failed drug test came to light.1
She tested positive for trimetazidine, a banned
substance according to the rules of the World AntiDoping Agency. Trimetazidine, a drug used for
treating angina, is believed to improve an athlete’s
endurance. There was talk of banning Valieva from
skating in the individual competition and stripping
the ROC of the gold medal they won in the team
event, which Valieva helped them earn.
On February 14, the Court of Arbitration for
Sport determined that Valieva would be allowed to
continue to skate, despite the failed drug test.
Among the reasons for such: disqualifying her
would cause Valieva “irreparable harm.”2 However, in allowing her to skate, perhaps the court
caused just that: irreparable harm. The controversial clearing brought the youth to the center of attention—not for her ability, but out of anger at the
injustice to other Olympian athletes. It also failed
to address an important issue: What is the impact
of the pressures being placed on these youth?
Danielle Kamis, MD, the backup sports psychiatrist for the 2022 Winter Olympics and Paralympics,
urges observers to consider how substances can impact an athlete’s outlook, mood, and performance.
“Athletes train many hours, days, and years in
order to perform at their peak at competition, which
can last for only minutes at a time during their time
to perform. There is no banned substance that is
worthwhile to put all of this time, energy, and training all at risk,” Kamis told Psychiatric Times™. “If
an athlete abuses a banned substance, the player
now not only has to balance the stress of competition and training, but also the feelings of guilt and
secrecy in hiding a substance that was abused.”
Valieva’s story raises many provocative questions. To start, what will society do to children in
order to make them win? What should be sacrificed in the name of competition? How much pressure is too much? And how do we pick up the
pieces when young athletes are pushed too far?

Suicide: Breaking the Stigma

Discussing suicide with young athletes is crucial,
now more than ever.
Harry Miller, a former offensive lineman on
Ohio State University’s football team, recently announced his retirement after struggles with suicidal ideation.3 In a 2-page letter posted on Twitter,
Miller admitted he “would rather be dead than a

coward,” referring to his fear of seeking help due
to the potential reaction. He credits his retirement
decision to the guidance from his coach, Ohio
State head coach Ryan Day, arguably among the
most important people in his life as an athlete.
“We frequently observe media portrayals, social
media commentary, coaches, and even parents, who
view mental health difficulties as a sign of weakness,”
said Wilsa M.S. Charles Malveaux, MD, MA, a
sports psychiatrist in Los Angeles, California, and the
CEO of WCM Sports Psych. “Changing the dialogue around mental illness and being more open
about challenges can help to decrease this stigma.”
This could have helped Katie Meyer, the star
goalkeeper and captain of Stanford University’s
women’s soccer team, who died from suicide in
March 2022. Following her death, her mother said:
“There’s so much pressure I think on athletes…
especially at that high level balancing academics
and a high competitive environment. And there is
anxiety and there is stress to be perfect, to be the
best, to be number 1.”4

Under Pressure

Increased pressure—particularly on high-level
athletes—may contribute to the risk of depression
or anxiety (Table 1).8
“Like a broken bone, anxiety and depression
may require rest, support, and rehabilitation in the
form of therapy, and in some cases, even medications in order to heal. I emphasize that improving
and preserving mental health requires hard work
and practice, analogous to the way we gain mastery in any sport,” Simon commented.
In a study of elite Canadian swimmers, it was
found that 68% of the surveyed athletes met criteria for a major depressive episode, with 34% meeting diagnostic criteria and 26% self-reporting mild
Positive Effects on Psyche
to moderate symptoms of depression post compeSports have been known for their positive impact tition. The depression prevalence doubled among
on child and adolescent mental health. Young ath- the top 25% of athletes. Female athletes in particletes do better academically. Sports provide exer- ular are at risk for depression, according to a study
cise, a way to meet friends, and a place to learn by the National Collegiate Athletic Association
skills like perseverance, teamwork, and prob- (NCAA) Division I, the NCAA’s most competitive
lem-solving.5 These positive exdivision. 9 One study found
periences can enhance their
“many student-athletes report
Table 1. Anxiety and
lives in important ways.
higher levels of negative emoDepression Risk
“Successful game play can
tional states than non-student
Factors in Athletes8
increase self-esteem and confiathlete adolescents.”10
•

I
njury
“When you are told that your
dence and improve [a child’s]
• Competitive failure
body represents a value out of
overall self-image,” Birgit
10, that is a problem. If your
Amann, MD, medical director
• Retirement from sport
body is the vehicle in which you
and founder of the Behavioral
• Overtraining
can achieve physical excellence,
Medical Center in Troy, Michi• Concussion
that’s another story,” Warren
gan, told Psychiatric Times™.
“They can learn the importance
Y.K. Ng, MD, MPH, president
of developing and using patience
of the American Academy of
and learn the value of practicing their sport.”
Child and Adolescent Psychiatry, told Psychiatric
Research supports these conclusions. For ex- Times™. “We have to think about the values, the
ample, a study examining sports participation messages, and the culture related to the sport and
found that it can also help protect against depres- the messages that we are giving young people
sion and suicidal ideation by boosting self-esteem about their bodies.”
Framing and focus, stressed Ng, is crucial. If
and increasing social support. Results showed the
odds of suffering from depression decreased by the adults—parents, coaches, supporters—frame
25% and suicidal ideation decreased by 12% as an Olympic or elite-level competition as a once-ina-lifetime opportunity to showcase the youth’s
sports participation increased.6
Results of another study indicated that boys abilities, but also focus on how the event is not
who play sports during their early childhood are their entire life, the youth can have a positive
less likely to experience emotional stress, includ- mindset. “We need to be respective of their age and
ing depression and anxiety, later in life compared humanity,” Ng commented.
with boys who did not participate in sports.7
Although some degree of pressure can be
“Given the recent soaring rates of mental health healthy for kids, it is important to gauge when

RUSLAN SHEVCHENKO@STOCK.ADOBE.COM

ON THIN ICE

challenges among children, adolescents, and their
families, it is more important than ever to foster
protective factors such as team sport involvement,”
Hannah Simon, MD, a child and adolescent psychiatry fellow at NewYork-Presbyterian Hospital,
told Psychiatric Times™.
Amann also noted the potential benefits of playing multiple sports, rather than specialization in a
single sport. “Playing multiple sports can broaden
their experiences,” she explained. “It can improve
their overall athletic development, and because they
are using different muscles for different sports they
play, it can potentially prevent overuse injuries,
which are more common when children play a single sport. It can also prevent burnout, which is more
common when a child specializes in 1 sport.”
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pressure goes too far.
“Athletic pressures can teach kids how to navigate
stressful life events and build resilience in the face of
defeat,” Simon explained. “[They] can improve kids’
self-esteem by providing a sense of mastery as they
learn a new skillset and feel empowered to overcome
their own insecurities. However, if the pressure to
perform results in significant impairment in personal
functioning—as evidenced by problems with sleep or
appetite, significant weight loss or weight gain, decline in grades, distressing anxiety or mood symptoms—then it may be time to reconsider whether
continuing the sport is healthy for this child.”
Table 2 lists tips to share with young athletes
and their families to prevent and reduce anxiety.11,12

Injuries, Performance Enhancers

Injuries are often a catalyst for anxiety, depression,
and substance abuse among athletes. Many athletes may also show signs of posttraumatic stress
disorder following a traumatic injury.13 When a
young athlete’s identity and sense of self-worth is
closely tied up in their sport, injury can leave them
feeling lost and alone.14
“An injury can have a significant negative impact
on children, emotionally,” said Amann. “They can
become more depressed and anxious, and even feel
frustrated and angry. They can become more disengaged with family and friends and become withdrawn. The longer the recovery takes, the greater the
risk for these emotional issues.”
In a study of NCAA Division I football players,
33% of injured athletes reported high levels of depressive symptoms compared with 27% of noninjured athletes, measured using the Center for Epidemiological Studies Depression scale.15 Although
emotional responses of sadness or loss from injury
are normal, coaches and parents should be cognizant
of problematic emotional responses (Table 3).16
Concussion and traumatic brain injuries can be
particularly challenging for student athletes, as
there is no defined timeline for recovery and return
to play.17 Further, concussion management necessitates cognitive and physical rest, which can be
hard for an athlete who is used to much activity.
Performance-enhancing drugs, unproven supplements, and extreme dieting can lead to severe
mental health consequences, yet these strategies—
often offered by trusted adults—are a reality for
many athletes.
In the case of Valieva and other Russian figure
skaters, they may delay puberty by eating only “powdered nutrients” or by taking leuprorelin (Lupron), a
puberty blocker known to induce menopause. They
are also said to restrict their eating to stay light enough
for complicated jumps, and to use “smelling salts” to
help them perform while injured.18
Figure skating is not the only culprit. The
NCAA reported the number of student athletes
testing positive for stimulant medications has increased 3-fold in recent years.19 Cortisone injections, prescription opioids, and blood doping are
common ways to perform despite pain.20

Is Winning Everything?

Performance failure is significantly associated

Table 2. Tips to Reduce and Prevent Athlete Anxiety11,12
• LOWER YOUR EXPECTATIONS.
While the athlete obviously
wants to perform their best,
nobody is perfect. High
expectations will lead to
increased pressure.11
• CONSIDER YOUR WORDS. A
statement such as “You
should go 4 for 4 at the

plate against that pitcher
today” can seem
supportive, but it may
ultimately make the athlete
feel pressured to win rather
than enjoy themselves.11
• ENSURE THEY FEEL
COMFORTABLE asking for
help if they need it.12

• FORM A COPING MECHANISM
FOR STRESS. This can
include thought control,
relaxation, and help
seeking.12
• KEEP THE FOCUS ON FUN AND
SKILL DEVELOPMENT. Playing
sports is not just about
winning.11

with depression: If an athlete does not win or at Concluding Thoughts
least do extraordinarily well in their competition, Young athletes and their mental health are in crisis.
Dr Kamis offers the following advice for caring for
they feel increasingly depressed.21
According to research, as many as 70% of young elite athletes: “Be grateful to have the opyoung athletes stop playing organized sports by portunity to work with such talented and driven
age 13. The increased pressure to specialize in a people. Show them the compassion that perhaps
single, high-level sport—and win—may be a driv- they do not take the time to show themselves.”
ing factor in the lower participation rates of adolesREFERENCES
cents in organized sports.22
1. Ryan M. Kamila Valieva will continue to compete in Olympics, panel
“We know why kids drop out of youth sports,” rules. Popsugar. February 13, 2022. Accessed February 18, 2022.
said Mark Hyman, JD, George Solomon Endowed https://www.popsugar.com/fitness/kamila-valieva-tests-posiChair in Sports Journalism at the University of Mary- tive-trimetazidine-2022-olympics-48712618
2. The CAS ad hoc division declines to impose a provisional suspension
land. “They’re not having fun anymore. They’re on the Russian figure skater Kamila Valieva. Court of Arbitration for
weary of the pressure. They’re tired of being yelled at Sport. News release. February 14, 2022. Accessed February 18, 2022.
by coaches and, sometimes, by their parents. The https://www.tas-cas.org/fileadmin/user_upload/CAS_Ad_Hoc_Memost talented players sometimes are forced to quit dia_Release_Beijing_8.pdf
3. Harry Miller: Ohio State offensive lineman says he is medically retirbecause they’ve been playing competitively for so
ing from football, citing mental health struglong that they’re hurt…But those
gles. CNN. March 11, 2022. Accessed March
14, 2022. https://www.cnn.
for whom winning is the most imTable 3. Problematic
com/2022/03/11/sport/ohio-state-harportant thing can unravel a child’s
Emotional
ry-miller-medically-retiring-spt-intl/index.
devotion to a team and a sport
16
html
Responses
to
Injury
quickly.”23
4. Fieldstadt E. Parents of Stanford soccer
• Alterations of appetite
captain found dead in dorm say they ‘had no
Simone Biles, considered the
red flags.’ NBC News. March 4, 2022. Ac• Sleep disturbance
greatest gymnast of all time and
cessed March 14, 2022. https://www.nbcwinner of 4 Olympic gold med• Irritability
news.com/news/us-news/parents-stanfordals, recently spoke out about
soccer-captain-found-dead-dorm-say-no• Disengagement
deeming mental health more
red-flags-rcna18700
• Excessive anger
5. Benefits of sports for adolescents. Univervaluable than competing, after
sity of Missouri Health Care. Accessed March
•
Consistent
crying
or
she withdrew from the US
3, 2022. https://www.muhealth.org/condiemotional outbursts
women’s gymnastics team final
tions-treatments/pediatrics/adoles• Apathy
in the Summer Olympic Games
cent-medicine/benefits-of-sports\
6. Babiss LA, Gangwisch JE. Sports participaheld in Tokyo in 2021.
tion as a protective factor against depression
“Put mental health first, beand suicidal ideation in adolescents as mediatcause if you don’t, then you’re not going to enjoy ed by self-esteem and social support. J Dev Behav Pediatr. 2009;30(5):376your sport and you’re not going to succeed as 384.
much as you want to,” Biles said. “It’s OK some- 7. Harbec M-J, Goldfield G, Barnett TA, Pagani LS. Physical activity as
times to even sit out the big competitions to focus both predictor and outcome of emotional distress trajectories in middle
childhood. J Dev Behav Pediatr. Published online September 23, 2021.
on yourself, because it shows how strong of a com- 8. Depression and anxiety in sports. American Medical Society for
petitor you really are, rather than just battle through Sports Medicine. Accessed March 3, 2022. https://www.sportsmedtoday.com/depression-and-anxiety-in-sports-va-245.htm
it.”24
Rashmi Parmar, MD, a psychiatrist with Mind- 9. Yang J, Peek-Asa C, Corlette JD, et al. Prevalence of and risk factors
associated with symptoms of depression in competitive collegiate
path Health, applauds Biles’ strength. “She defi- student athletes. Clin J Sport Med. 2007;17(6):481-487.
nitely paved the way for future aspiring young 10. Neal TL, Diamond AB, Goldman S, et al. Interassociation recomathletes to advocate for their emotional well-being mendations for developing a plan to recognize and refer student-athin face of stressful situations,” Parmar shared with letes with psychological concerns at the secondary school level: a
consensus statement. J Athl Train. 2015;50(3):231-249.
Psychiatric Times™. “In general, there is a huge 11. Tucker LV. How sports psychiatry benefits athletes. Lawrence Tucktaboo among younger athletes about seeking help er, MD. October 16, 2016. Accessed March 14, 2022. http://drlawfor their mental health, followed by low awareness rencetucker.com/how-sports-psychiatry-benefits-athletes/
and denial of the ‘need to seek help.’ Many em- 12. Pok-Him Tam J, Sahni M. Mental health of elite young athletes: spot
and support them before it’s too late. British Journal of Sports Medicine
brace the ‘perfect’ or ‘superhuman’ identity as a blog. August 14, 2017. Accessed March 14, 2022. https://blogs.bmj.com/
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normal part of their lives.”
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hundreds of millions with more than 6 million
deaths. Reported cases in the US continue to grow,
with more than 80 million cases and a mortality
count well over 980,000 as this went to print.7,8
COVID-19, or the disease caused by SARSCoV-2, is named for the crownlike spikes on the
viral surface.6 Researchers have identified that the
envelope spike (S) glycoprotein binds to human
cellular receptors ACE-2 and DDP4, allowing
membrane fusions to occur and viral replication to
proceed. Patients infected with COVID-19 can develop atypical pneumonia, acute lung injury, and
acute respiratory distress syndrome. The virus
leads to dysfunction of type I and type II pneumocytes, which causes reduction in gas exchange and
eventual collapse of the lungs. The pathology
specimens of lung tissue displayed desquamation
of pneumocytes, hyaline membrane formation,
and interstitial lymphocyte inflammation in patients who died from the infection.
Early in the pandemic, patients infected with
the COVID-19 virus were managed with supportive care, antiretroviral agents, immunosuppressants, steroids, plasma of recovered patients, and
psychological support.6 However, treatment has
improved significantly and the emergence of vaccines has proven vital in limiting deaths and serious infections from COVID-19.4,9,10

CoV-2 infection.12
Researchers have identified COVID-19’s ability to invade the brain through various mechanisms, including the olfactory neural pathway1,12
and brain capillary endothelial cells through the
transmembrane ACE-2 receptors, thus producing a
significant inflammatory response, neurotransmitter depletion, and neuronal dysfunction and loss.5,12
The significant neuroinflammatory response, coupled with systemic inflammation and hypoxic injury, may induce new onset or exacerbation of
psychiatric diseases.12,13
Anti-NMDA receptor encephalitis with mood
and behavioral changes has also been reported in
individuals infected with SARS-CoV-2.14,15 The
link between viral infections and their effects on
the central nervous system has been studied with
viruses such as influenza, H1N1, and previous
coronaviruses such as SARS and MERS.16,17 It has
been documented that these viruses produced psychotic symptoms even in patients with no prior
psychiatric conditions.1-3 The increasing case count
presents the challenge and likelihood of increasing
neuropsychiatric manifestations in affected individuals. Here we present a case of a patient with no prior
psychiatric history who developed psychosis after
COVID-19 infection.

COVID-19 and the Brain

“Mr Moreno” is an 82-year-old Hispanic male
with no prior psychiatric history, brought in by
emergency medical services for bizarre behavior,
such as wandering barefoot between cars. He was
admitted to the emergency department of the
hospital for altered mental status and a psychiatric
consult was requested.
Upon psychiatric evaluation, Mr Moreno was
grossly psychotic with somatic delusions of electrical currents spreading from his mattress to his
body. He endorsed typing messages with his fingers on his palms, which were heard by his absent
brother-in-law. Furthermore, he reported hearing

Several studies have reported an increased rate of
psychosis in populations with high incidence rates
of COVID-19 infection.2,5,11 There is also evidence
that the neuropsychological stress associated with
the diagnosis as well as the therapeutic use of corticosteroids during care can induce psychosis,4,5
which has been suggested to present during an
acute or postinfectious state. In addition, there
have been reports of patients developing psychotic
symptoms such as paranoia, delusions of persecution, and auditory and visual hallucinations, even
in the absence of systemic symptoms of SARS-

Case Report

Discussion

This case we present here describes a male patient
who did not exhibit any of the commonly associated clinical manifestations of COVID-19, but
rather, he presented with an array of new-onset
psychotic symptoms. Thus, we believe that
COVID-19 infection may present without the typical clinical manifestations of fever, cough, sore
throat, anosmia, and gastrointestinal disturbances.
Instead, patients may solely exhibit symptoms and
behavioral changes that include depression, delirium, or, as in this case, psychosis.
Mr Moreno had an extensive workup while he
was admitted in the hospital, including brain MRI,
heavy metal screening, and a thorough battery of
antibody/PCR tests from his cerebrospinal fluids.
This extensive testing allowed us to determine that
COVID-19–induced psychosis was the most plausible clinical diagnosis. As research on COVID-19
continues to grow, and as additional cases of
new-onset psychosis in the setting of COVID-19
infection amount in the contemporary literature,
we will be able to share our clinical expertise with
other clinicians in psychiatry and other fields. This

DONKEYWORX@STOCK.ADOBE.COM

Psychosis in the Patient With COVID-19

the voice of his brother-in-law threatening to inject
blood into his rectum. Mini cognitive examination
was normal.
Collateral information from the patient’s
daughter confirmed no prior psychiatric history, a
sudden loss of appetite, auditory hallucinations,
and behavioral changes, which prompted his physician to refer him for COVID-19 testing. Mr
Moreno’s condition deteriorated, which led to a
brief psychiatric hospitalization. After a positive
COVID-19 test, he was transferred to a medical
hospital floor for 2 weeks of quarantine. He never
experienced fever, cough, or dyspnea, and he did
not require steroid treatments. Prior to COVID-19
infection, the patient was cognitively intact at
baseline but preoccupied with visiting his deceased
wife’s grave in Peru.
Despite being medically stable, Mr Moreno
exhibited gross symptoms of psychosis that could
not be managed in the community and led to
another hospitalization at our medical center. Considering the collateral information, our consultation team recommended a medical workup to rule
out organic psychosis. He was treated with oral
risperidone 3 mg daily and oral sertraline 100 mg
daily. A lumbar puncture, heavy metal panel, urine
porphyrins, chest x-ray, urinalysis, and brain MRI
were all within normal limits.
Full cerebrospinal fluid (CSF) panel including
NMDA receptor antibody (Ab), varicella-zoster
virus, Lyme polymerase chain reaction (PCR),
herpes simplex virus PCR, HIV Ab, West Nile
virus Ab, cryptococcal antigen, venereal disease
research laboratory, and COVID-19 PCR were all
negative. All other labs were completely normal
except for a nonspecific elevated erythrocyte sedimentation rate. Because Mr Moreno remained
floridly psychotic, he was transferred to the inpatient psychiatry unit, where he was further stabilized and discharged home with outpatient psychiatric aftercare.
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collaborative awareness of a new entity of neuropsychiatric illness resulting from COVID-19 could
ideally lead to better diagnostic modalities such as
advanced brain imaging techniques, SARS-CoV2
CSF PCR tests, and potential future peer-reviewed,
evidence-based treatment recommendations for
this emerging psychopathology. In this case, treatment with oral risperidone 3 mg daily and oral sertraline 100 mg daily alleviated some of our patient’s
overt persecutory and referential delusions. However, he remained with flat affect, social withdrawal, and psychotic levels of excessive guilt
with a decreased function from baseline.
Another important aspect of this case was the
lack of evidence of severe systemic illness or respiratory illness and no reported use of steroids or
other medications, which could have been confounding factors regarding Mr Moreno’s ability to
precipitate psychotic symptoms. Scientifically, we
are at the frontier of trying to decipher the mechanistic underpinnings of the neuropsychiatric sequelae of COVID-19 infections. At least 1 study
has demonstrated detection of SARS-COV-2 RNA
in a COVID-19 patient’s CSF presenting with
acute neurologic symptoms.5
Interestingly, in a study of 2 patients who had
severe clinical meninge-encephalitic changes as a
result of COVID-19, there was no viral detection
in the patient’s CSF.5 Explanations for this range
from the lack of adequate testing techniques for
SARS-CoV-2’s presence in the CSF to the possibility that peripheral nervous system invasion may
lead to cytokine dysregulation within the CSF itself. This can lead to neuropsychiatric sequelae
including psychosis without direct presence of the
virus within the CNS. ACE-2, the key receptor that
SARS-CoV viruses latch onto to invade neurons,
is expressed on neurons and glia.5,12 Previous studies
showed that in ACE-2 transgenic mice that were
intranasally inoculated with SARS-CoV-1, this infection led to neuronal death and elevated proinflammatory cytokine response, including secretion
of IL-1, IL-6, and TNF alpha.5 Such proinflammatory responses—which may be triggered by

On Thin Ice

Continued from page 9

bjsm/2017/08/14/mental-health-elite-young-athletes-spot-support-late/
13. Specialized care supports athletes’ unique mental health needs.
The Ohio State University Wexner Medical Center. News release. February 7, 2022. Accessed March 14, 2022. http://osuwmc.multimedia-newsroom.com/index.php/2022/02/07/specialized-care-supports-athletes-unique-mental-health-needs/
14. Flanagan L. Why are so many teen athletes struggling with depression? The Atlantic. April 17, 2019. Accessed March 14, 2022. https://
www.theatlantic.com/education/archive/2019/04/teen-athletes-mental-illness/586720/
15. Brewer BW, Petrie TA. A comparison between injured and uninjured
football players on selected psychological variables. Acad Athl J.
1995;10:11-18.

SARS-COV-2 neuro-invasion via ACE-2 receptor—can lead to transmigration of peripheral neurons, astrocytes, and peripheral nervous system
immune cells into the CNS in hosts with compromised blood brain barrier, thereby manifesting as
a wide array of neuropsychiatric sequelae ranging
from depression, delirium, and perplexing neurologic manifestations to full-blown psychosis.5,13

Concluding Thoughts

Mr Moreno’s case highlights the propensity of
COVID-19 for producing psychosis in a previously stable older patient with no prior psychiatric
history. As we know, psychosis is an emergent
condition that must be treated appropriately for the
safety of the patient and others. It is important to
note that the pandemic has been associated with
isolation or self-quarantining, and individuals may
be particularly vulnerable to neuropsychiatric
complications from being confined to a limited
space and having less face-to-face contact.18
This pandemic represents an unprecedented
time that requires a psychiatrist’s vigilance in identifying patients at risk for COVID-19–induced
psychosis. As such, education is needed regarding
the atypical presentations of a masked infection for
the best possible patient care. Early identification
and appropriate treatment will reduce the longevity of psychotic episodes and prevent any longterm neuropsychiatric sequelae from the disease.
By sharing clinical experiences and promoting
ongoing research on SARS-CoV-2 and its neuroinvasive mechanisms, we will gain better knowledge about effective therapeutic modalities to treat
the emerging neuropsychiatric complications of
COVID-19 and better support our patients.
Dr St. Victor is the clinical assistant director of the
consultation-liaison psychiatry service at Nassau
University Medical Center. Dr Azubuogu is affiliated with Nassau University Medical Center. Dr
Moshe Liss is affiliated with Nassau University
Medical Center. Dr Manickam is affiliated with
East Carolina University. Dr Thakurathi is affiliated with Nassau University Medical Center.
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If he will not go voluntary into the
special surroundings necessary for
health, it is the duty of his friends
and society to force him to do so.1
he United States of America has entered
the third year under siege from not just 1,
but 2 epidemics: COVID-19 and addiction.
Each scourge has multiplied the victims
and magnified the death toll of the other; together,
they have caused immeasurable suffering and
loss.2 On November 17, 2021, the Centers for Disease Control and Prevention (CDC) made the
grim announcement that annual overdoses passed
the 100,000 mark. The 100,306 tragic deaths represent a nearly 30% increase from the prior year.
Fatalities from synthetic and semisynthetic opioids, especially fentanyl, along with methamphetamine and cocaine were all higher in the past 12
months than in the period before.3 The vast major-

ity of those who overdosed would meet criteria for
a substance use disorder (SUD).
Mental health disorders and suicidal ideation
also increased during this dire period in our nation’s history. The CDC surveyed 5470 US adults
at the end of June and found that 40% of respondents reported symptoms of anxiety, depression,
or other trauma- or stress-related disorder related
to the pandemic. Of that cohort, 26% indicated
they had either started or increased substance use
to help manage their distress.4 The latest National
Survey on Drug Use and Health (2019-2020)
(NSDUH) found that in the period of study, 25.9
million individuals who had previously used alcohol and 10.9 million prior users of drugs endorsed
the statement that they were “using substances a
little more or much more” than they did before. In
addition to these alarming statistics, 2020 data
show that 97.5% of those aged more than 12 years
who needed SUD treatment and did not receive it
at a specialty facility in the last year did not believe treatment was necessary.5
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Figure 1. 34 States (Plus Washington, DC) With Civil Commitment
for Substance Use Disorder11

commitment: They are the central concern of the
continuing education offered here. A case study
and a review of recent literature will illustrate the
values perspectives of the various parties involved
in civil commitment for SUD. Civil commitment
for SUD potentially pits compassion against coercion, requires a caregiver to choose paternalism
over autonomy, and may compromise respect for
individuals in discharging the duty of nonmaleficence. Overarching all these conflicts is the principle of justice and how civil commitment will
impact the health disparities that the pandemic has
both exposed and exacerbated.

The Legal Basis of Civil Commitment
Hall and Appelbaum’s detailed review of the history of commitment for SUD clearly demonstrates
that it is not a new practice in the United States.9
Many of the luminaries of 19th-century American
psychiatry advocated for legislation to permit the
commitment of individuals (primarily with alcohol use disorder) to newly established inebriate
asylums.9
In response to social and political forces, the
ethical and medical pendulum swings between the
2 legal bases of civil commitment: Parens patriae
is in general the more clinical standard based on
beneficence, while police powers is a more legal
standard grounded in nonmaleficence.10 Parens
patriae is the legal doctrine that the state is responsible for safeguarding the interests and welfare of those unable to protect themselves, even if
that protection requires a corresponding restriction of self-determination. Police powers give the
state the authority to limit autonomy to the extent
that it is necessary to protect the health and life of
citizens from harm and ensure public safety. Civil
commitment for mental illness, and even more for
SUD, places these 2 legal perspectives and the
clinical practices that implement them in ethical
tension, as the following case study illustrates.

Civil Commitment in State Law

As of May 2021, if Jeff is a resident of 34 states or
DC, the psychiatrist will be able to tell Dr F that
civil commitment is a possibility. The Prescription
Drug Abuse Policy System (PDAPS) defines substance use laws for involuntary commitment as follows: “Involuntary commitment is a legal process
through which an individual who is deemed by a
qualified agent to have symptoms of substance use
Washington, DC disorder is ordered by a court into treatment in an
inpatient setting.” The PDAPS identified the jurisdictions where SUDs may meet criteria for civil
commitment (Figure 1).11 In other states, like Arizona and Arkansas, substance use is specifically
excluded from the definition of mental illness utilized in the involuntary commitment statute.8
Civil commitment for SUD is distinct from involuntary commitment for mental illness and
from legally mandated treatment in a criminal justice context, such as through drug courts. Psychiatrists know well that many involuntarily committed patients have cooccurring addiction and
mental illness. In 2020, the NSDUH found that 17
million individuals had comorbid mental illness
CASE STUDY
and SUD.5 A common example is the patient with
posttraumatic stress and alcohol use disorders
“Jeff” is a divorced man, aged 28 years, and a
who becomes suicidal when intoxicated. In congraduate of a technical school. He was fired from
trast, in states with civil commitment for SUD, a
his job for the fourth time in 2 years when he repatient like Jeff may be involuntarily committed
peatedly arrived late and hungover for work as a
solely for severe, chronic alcohol use disorder.
computer technician. Jeff has been admitted to the
Numerous legal and psychiatric scholars have
local academic medical center’s intensive care
drawn attention to the heterogeneity of state laws
and medical units for alcohol intoxication and
on several key provisions,12,13 including who can
withdrawal, and gastrointestinal bleeding, 5 times
initiate commitment (Table 1) and the grounds for
in the last year. He has failed multiple residential
commitment (Table 2).
and outpatient programs that provided both psychotherapy and medication-assisted treatment.
Table 1. Examples of Parties That
Even several stints in jail for public intoxication, as
State Law Allows to Petition for
well as the loss of his driver’s license after a crash
Commitment for SUD
occurred when he was driving drunk, have not mo• Any interested
• Relative
tivated him to stop drinking.
individual
Jeff has not been diagnosed with any other
• County or
mental illness and has never been psychotic, sui• Parent
district attorney
cidal, or homicidal. Upon his most recent admis• Spouse
• Physician
sion, he is diagnosed with cirrhosis, and the gastrointestinal physician informs Jeff and the
• Legal guardian
• Police officer
treatment team that complete alcohol cessation is
• Child (18 years
• Head of a
critical if Jeff is to have any chance to survive. Jeff
or older)
treatment facility
does not fully appreciate the gravity of his prognosis and remains ambivalent at best about stopping
Table 2. Sample State Criteria for
drinking. The hospital consultation-liaison psychiCivil Commitment for SUD
atrist has evaluated Jeff several times and has
• Danger to self
• Pregnant and
determined that when the patient is not intoxicated
using
or in withdrawal, he retains decisional capacity.
• Danger to others
substances
Jeff’s father, “Dr Frank,” is a general surgeon,
• Grave disability
• Needs/can
and, with Jeff’s permission, he asks to speak to the
benefit from
• Lack of
psychiatrist, as he does not agree that his son has
treatment
decision-making
decisional capacity. Jeff’s parents have found him
capacity
passed out in a filthy apartment with no food, often
• Unwilling to
covered in his own body fluids, more times than
they can count. Dr Frank asks the psychiatrist,
“How can you say someone who is drinking himself to death is in his right mind?” Frustrated, Dr
Frank asks the psychiatrist, “Can Jeff be committed, as he is surely a danger to himself?”

• Inability to take
care of personal
needs
• Addiction/loss of
control

seek treatment
voluntarily

• Habitual and
excessive use of
drugs or alcohol
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Figure 2. General Steps in the Process of Civil Commitment for SUD

Interested party
files petition

Expert clinical
evaluation

States also differ in the actual process of civil
commitment for SUD. The general steps found in
most statutes are illustrated in Figure 2. Similar to
commitment proceedings for mental illness, the
petitioner is required to present facts to support
their case; a health care professional with addiction
expertise must evaluate the evidence to determine
if it meets the specific criteria for commitment in
the respective jurisdiction; and an attorney represents the patient in a hearing before a judge.8 The
court officer must use a clear and convincing standard in their deliberations. Commitment is usually
to an inpatient unit, although in some jurisdictions,
an individual can be committed to a residential or
outpatient setting. The duration of commitment
may be from 1 day to more than a year, with an
option for renewal of the court order.12

Perspectives of Stakeholders
A crucial aspect of public health policy is to solicit
the diverse perspectives of stakeholders involved
in an issue under consideration.14 We are fortunate
to have limited yet valuable data on the opinions
of the various parties involved in the civil commitment for SUD process. It should be noted that
many of those surveyed, especially individuals
who have been committed, are from Massachusetts—a state with among the highest rates of civil
commitment for SUD. The civil commitment process for SUD in that state has been critically scrutinized in academic and media reports alike.6,15

CLINICIANS. A 2021 survey of 165 addiction
medicine physicians found that nearly 3 times as
many doctors favored civil commitment for SUD
(60.7%) than either opposed it (21.4%) or were
unsure of their position on the question (17.8%).
A concerning finding is that nearly 30% of the
respondents, despite being addiction experts, did
not know if SUD was grounds for civil commitment in their state and indicated the need for more
education and research on the practice.16 This
study found almost 3 times as much support for
civil commitment for SUD than did a similar
study conducted more than a decade earlier.17 This
relative change in opinion mirrors the steady
growth in civil commitment laws for SUD, with
25 states in the last 4 years authorizing or amending legislation.18
Christopher et al surveyed clinicians who performed court-ordered evaluations of individuals
with SUD as part of commitment proceedings.19
Of the 33 participants who completed the survey,
the overwhelming majority (76.7%) opined that
civil commitment constituted an effective and ap-

Commitment
hearing

propriate intervention to minimize risks associated with SUD. A similar number (73.3%) believed that civil commitment for SUD resulted in
more overall good than harm.19

INDIVIDUALS WITH SUDS AND THOSE WHO
CARE FOR THEM. Evans et al offered nuanced and
contextualized qualitative data from interviews
about pros and cons of commitment with individuals who had been committed for OUD, along
with their allies and clinicians involved in the process. Respondents identified positive themes: that
the intervention was lifesaving; that it protected
vulnerable patients who were out of control or a
danger to themselves or others; that it gave families options; that it was preferable to dying or going to jail; that it provided treatment access that
could not otherwise be obtained; that the experience could be a life-changing event; and that it
promoted public health and safety. Among the
negative motifs that participants cited were feeling coerced and as if they were incarcerated; that
the ordeal divided their family; that they endured
withdrawal without medications to treat OUD;
that it potentially increased risks over the long
term; and that the practice was not evidence-based.20

Ethical Analysis and
Recommendations
The viewpoints of individuals with addiction,
their families and caregivers, as well as the addiction health care professionals who treat them
should inform— although not determine—the
ethical analysis and recommendations about civil
commitment for SUD. Good clinical ethics are
based on good medical facts, and perhaps the
most crucial empirical ethics concern is the lack
of data about the efficacy and outcome of civil
commitment.16 Even from a utilitarian orientation,
this information is necessary to calculate the overall utility or benefits of the intervention as weighed
against the harms.21 Most of what is known about
the effectiveness of civil commitment for SUD is
drawn from a 2005 review of research on legal
coercion in addiction. The authors concluded22:
Regrettably, 3 decades of research into
the effectiveness of compulsory treatment
have yielded a mixed, inconsistent, and
inconclusive pattern of results, calling
into question the evidence-based claims
made by numerous researchers that
compulsory treatment is effective in the
rehabilitation of substance users.

This empirical lacuna is so significant because
the strongest argument made by proponents of
civil commitment is that it saves lives. Opponents
of the statutes would argue that, even if civil commitment reduces overdoses in the short term, studies in criminal justice cohorts show that it may
actually increase the risk of death from overdose
once the patient is discharged.23 This risk is amplified in the many programs that do not provide evidence-based treatment of OUD.24 Not using opioids decreases tolerance, and the traumatizing
experience of commitment may alienate the individual from voluntarily seeking further care. Psychiatrists are quite familiar with serious and imminent danger to self and others being an acceptable
basis for involuntary commitment for patients,
and even with grave passive neglect in many jurisdictions. However, as seen in Table 2, the civil
commitment statutes for SUD stretch the latter
best interest standard beyond that utilized in involuntary commitment for mental illness.

“Opponents of the statutes would
argue that, even if civil commitment
reduces overdoses in the short
term, studies in criminal justice
cohorts show that it may actually
increase the risk of death from
overdose once the patient is
discharged.”
There is a deontological imperative that human
beings have an innate dignity and should be regarded with the utmost respect and empathy,
even—and perhaps especially—during the process of civil commitment. There is also a more
pragmatic and communitarian rationale for this
approach: As with mental illness, research has
found that experiencing the process of commitment as humane and compassionate improves the
likelihood that the individual will not relapse to
substance use and will follow up with care.25
Christopher, Appelbaum, and Stein have called
upon state authorities to end the criminalizing and
stigmatizing of civil commitment that has been
the most frequent objection of those committed
under dehumanizing conditions and their advocates.26 The implementation of current statutes
does not provide sufficient due process to protect
the rights and liberties of individuals with addiction. In addition, the vague, broad provisions of
the laws may allow too much latitude for clinical
examiners, judges, and petitioners acting upon
complex motivations. Christopher found that
evaluators most frequently cited danger to self (ie,
a suicide attempt or repeated overdoses) or threats
toward others (like interpersonal violence). These
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are established grounds for involuntary commitment that organized psychiatry has long endorsed.
What is more concerning is that examiners expanded the interpretation of serious and imminent
at-risk behaviors, even at times beyond the law,
and judges generally ruled in accordance with
their recommendations.19
Whether civil commitment for SUD is in most
cases beneficence-based or a coercive breach of
autonomy turns on the question Dr Frank asked
the psychiatrist: “How can you say someone who
is drinking himself to death is in his right mind?”
The issue of decisional capacity as grounds for
civil commitment for SUD has not received sufficient attention. Most mental health professionals
would likely agree that individuals in the throes of
acute intoxication with stimulants or in florid
withdrawal from alcohol are incapacitated. Yet far
fewer might concur that individuals with chronic
and severe addiction lack decision-making capacity outside those 2 medically compromised states.
This is true even if intense craving for the substance diminishes their ability to make what we as
professionals or as a society would consider
life-affirming choices. The divergent assessments
of the capacity of individuals and the rationales
for those judgments recapitulate among the oldest
conceptual debates in addiction: Is it a moral flaw,
a learned behavior, or a disease?
Walton and Hall rightly suggest that the philosophical underpinnings of civil commitment for
SUD are implicitly grounded in the brain disease
model that predominates in American psychiatry,
medicine, and law.27 Loss of control, rationality,
and even eventually capacity due to prolonged
heavy use of substances of abuse, are core assertions of the brain disease model.28 If this supposition is accurate, the scientific basis of that model
needs to be more explicitly articulated as the meta-ethical justification for the deprivation of civil
liberty. Those who think addiction is a choice or a
habitual behavior29,30 may dispute the contention
that, except when in acute states of intoxication or
withdrawal, individuals with SUDs lack the capacity, control, or reasoning cited as a primary
ethical validation of civil commitment.
The most common and compelling argument
of those opposing civil commitment for SUD is
that it violates the legal and ethical doctrine of the
least restrictive alternative. It is manifestly unjust,
critics say, to involuntarily treat patients who cannot access evidence-based treatment for addiction
due to lack of funding, availability, and a host of
other social determinants of health. Independent
of the side of the question of civil commitment for
SUD they are on, many constituents agree that if
individuals have their rights curtailed, evidence-based addiction treatment, including med-
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ication-assisted therapy, and concurrent treatment
for cooccurring mental illness, as well as follow-up care, should be mandatory. Fairness and
our fiduciary duty as health care professionals
also demand that treatment not end with the commitment. Addiction experts know well that serious
addiction is most often a chronic disease that requires continuing recovery services.31 Currently,
under most state laws, there is no such mandate,
in part due to a lack of appropriate resources.8

Concluding Considerations
on Coercion
Coercion has always been a significant force in
addiction treatment, operating through family dynamics, employment, career pressures, and threat
of legal sanctions, among others.32 Civil commitment for SUD may be seen as a legitimate and
more formalized extension of prosocial influences, or as a coercive recourse to a legal solution
for what is the complicated social, economic, cultural, and human problem of addiction.33
Dr Geppert is a professor in the Department of
Psychiatry and Internal Medicine and director of
ethics education at the University of New Mexico
School of Medicine in Albuquerque. She is the lead
ethicist for the western region and director of education, Veterans Administration National Center
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Book Review
Suicide, Survival, and the
Role of Electroconvulsive Therapy
Reviewed by Raymond Faber, MD

“I

t is a disease of the body and the brain, if you make
that distinction—a disease that kills over time. My dying,
my suicide, lasted years, through hospitalizations,
through more than 50 rounds of electroconvulsive therapy—once known as shock therapy—through recovery,
relapse, and recovery.”
This quote is from One Friday in April: A Story of Suicide
and Survival by Donald Antrim, the accomplished author of 3
books, who has also published several pieces in The New
Yorker and received a MacArthur Genius Grant. In this
book, he shares his experience with suicidal, psychotic
depression and the life events he connects to its origins.
Antrim’s prose is clear and powerful. He links his suffering to his upbringing and guilt over publishing his ambivalent feelings about his mother. The book begins with him
describing his hours on the fourth-floor fire escape of his
apartment in Brooklyn, New York, alternately holding on and
letting go. For Antrim, suicide is not a choice or an act, but a
state of being. He describes the phenomenology of his tortuous dysphoria in clear, meticulous, and melodious prose.
A period of 20 years of therapy garnered Antrim considerable insight, but his underlying proclivity to self-reproach seemed intractable. He describes having been
raised by alcoholic parents with a contentious relationship. His family moved regularly, as they followed his father to academic positions, and he was often sent to live
with a grandmother.
The most pivotal event in Antrim’s life was the death
of his mother and his subsequent book about her. Psychotic guilt over exposing her life consumes him, and his
eventual hospitalization coincides with the book’s release.
Previously, he impulsively insisted on seeing an orthopedic surgeon on an emergency basis when he was convinced
his arms were displaced out of their sockets. Eventually,
friends found him on his fire escape, and he began the
inpatient stage of his journey.
Antrim eventually gets a bed on a research unit in the
Psychiatric Institute (PI) at Columbia . The academic establishment of electroconvulsive therapy (ECT) in the United
States began at Columbia under Lothar Kalinowski, MD.
In an ideal inpatient setting, and after 8 weeks on nortriptyline with as-needed lorazepam, quetiapine, trazodone, and
chloral hydrate, Antrim was unimproved—he was worse.
He was, again, delusional and insisted he had a physical ailment, not a psychiatric condition. A consultant found him
to be in sound physical health. He was becoming unhinged,

One Friday in April:
A Story of Suicide and
Survival
by Donald Antrim;
W.W. Norton & Co, 2021
144 pages • $25
(hardcover)

desperate, and irrational despite an optimal treatment environment. Antrim was lucky—very lucky.
An ECT consultant, described as being dressed in a
Chanel suit, tells him in no uncertain terms that he needs
ECT. As if through divine intervention, Antrim then received a phone call from the celebrated author, David
Foster Wallace, who was a distant acquaintance and was
told about Antrim’s situation by a mutual friend. Wallace
told him that he, himself, had received ECT in the past
and that if his doctors recommended ECT, he should have
it. After 12 sessions, Antrim was discharged and remitted.
Antrim provides an accurate summary of the ECT procedure, writing, “The anesthetic goes in, blackness
comes, and then, suddenly, as if nothing had taken place,
the nurse’s voice asks, ‘Can you tell me where you are?’”
He further describes ECT in a paragraph with enough detail that it would well serve a general psychiatrist who is
considering referring a patient for an ECT evaluation.
Two years after his initial ECT recovery, Antrim goes
against his psychiatrist’s advice and stops his antidepressant. Within a year, he has a recurrence and is again admitted to PI. This time, the results of ECT are disappointing. He undergoes 37 sessions with minimal benefit.
Throughout the book, Antrim discusses his relationships, which were often successful but not necessarily
long-term. The book ends with Antrim ensconced in a
healthy marriage and a productive, euthymic state of
mind. Antrim rightly emphasizes the importance of
healthy relationships being necessary for mental health.
Although when he was “in suicide,” as he would put it, he
was impervious to relating.
His writing style is effective in relating to the reader,
whether the reader is someone who can relate or someone
who is interested in better grasping how depression can
consume a person. Unanswerable is whether life experiences are the cause of depression or whether, when in a
depressed state, cognition is biased toward creating morbid explanations.
From my personal point of view, the audience who
would profit the most from reading Antrim are psychiatrists who never refer patients for ECT—a fact that is unfathomable to ECT practitioners, our patients, and their
families and friends. When in his deepest despair, ECT
kept Antrim from entering Dante’s seventh circle, where
suicides languish forever.
Dr Faber is a clinical professor of psychiatry at UT Health
San Antonio and director of electroconvulsive therapy at
Laurel Ridge Treatment Center. ❒
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• Schizophrenia: somnolence/sedation (24% vs 10%) and
dry mouth (6% vs 2%).
• Bipolar Depression (Monotherapy, Adjunctive therapy):
somnolence/sedation (13% vs 3%, 13% vs 3%),
dizziness (8% vs 4%, 11% vs 2%), nausea (8% vs 3%,
9% vs 4%), and dry mouth (5% vs 1%, 5% vs 1%).
Please see the accompanying Brief Summary of
Prescribing Information on the following pages.
References: 1. CAPLYTA prescribing information, 2021.
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IN MEMORIAM

Resilience, Reminders, & Resonance:
Lessons Learned From Colleagues
» H. Steven Moffic, MD

A

s I age, noting the passing of other psychiatrists becomes more personal. This might
seem to be a hazard for a eulogizer, yet it
may actually be a blessing in helping to give more
meaning to one’s own life and death. In fact, research
indicates that intermittent thoughts and discussions
of death may help prepare us for death and dying.
I have sometimes considered discussing psychiatrist colleagues who passed well before I started
to do these intermittent eulogies for Psychiatric
Times™. For this piece, I did just that, because the
individual came back into the psychiatric and public news; more on that later.
The past also was evoked because the first individual discussed came from my medical school
class. Hence, I decided to finish writing this group
of eulogies on my 76th birthday. Some of these
individuals passed last year in 2021, yet I only recently learned about their deaths. Sources of information are the same as usual: public obituaries and
personal knowledge.

Sheila Hafter Gray, MD

Bringing Psychodynamics to the Military
Dr Gray died on December 21, 2021, at the age of 91.
She was active in the Senior Psychiatrists organization.
Dr Gray was a past president of the American
Academy of Psychodynamic Psychiatry and Psychoanalysis, and she was able to bring those interests and knowledge to the armed forces. She became a civilian supervisor in the early years of the
Vietnam War, and she later became a full-time
professor at the School of Medicine of the Uniformed Services University.
Dr Gray advocated for the retention of civilian
confidentiality of psychotherapy in the military.
Privacy in the military is generally at the discretion
of the command, and she realized this military
principle would inhibit individuals from obtaining
psychotherapy. Because psychotherapy contributed to military readiness by enhancing functioning, she convincingly advocated for an exemption
to the usual privacy policy.

Andrew Devereaux Cook, MD

Henri Parens, MD

Andy was in my medical school class at Yale from
1967 to 1971. We had another thing in common: he
married his life partner, Jake Ellis, in 1968—the
same year I married mine. On the other hand, in his
family, he was a 12th-generation doctor; in mine, I
was the first.
Andy became a child psychiatrist and eventually the founding president of the Maine Council
of Child and Adolescent Psychiatry. After 20 years,
he became a consulting psychiatrist in New Zealand and started another organization, the Youth
Day Program. Outside of professional work, Andy
enjoyed the outdoors and ran a farm for 12 years.
About a decade before his death, Andy was diagnosed with Parkinson disease. In 2021, he was recognized by the Maine Medical Association for 50
years of service. He died on September 29, 2021, at
the age of 75years, soon after our medical school
class held our 50th-anniversary virtual reunion.

Dr Parens—a psychiatrist, psychoanalyst, and author—died on February 19, 2022, at the age of 93.
As a result of his horrific traumatic experiences
as a child during the Holocaust, he studied and then
became an international expert on the “malignant
prejudice” of hatred and genocide. Using his own
childhood experiences, he dedicated his life to helping children suffering from psychological trauma.
Dr Parens was called “the father of parental education.” In fact, in 1988 he said, “the perfect parent
is perfect 70 percent of the time.” The key to good
parenting, he explained, was the ability to be empathetic. His 6-unit textbook, Parenting for Emotional
Growth, was published in 1995 and used in many
schools. He also directed the infant psychiatry section at the Drexel University College of Medicine.
He authored a dozen books, about 300 articles, and
numerous presentations for colleagues and the public. He was the deserving recipient of many awards.

Amy C. Brodkey, MD

Steven M. Southwick, MD

Dr Brodkey died on November 22, 2021, at the age
of 72. For more than 40 years, she focused on improving women’s mental health services. She was
an activist in many social justice issues beyond the
oppression of women, including the Vietnam War.
Dr Brodkey used the skills she initially honed in
high school, when she became a state-champion
debater, to pass her knowledge onto students at
Drexel University College of Medicine and the
University of Pennsylvania School of Medicine.
Her professional legacy will live on in these students and in the arena of women’s mental health.

Dr Southwick died on April 20, 2022, after a long
and painful illness. Both his age (73 years) and
work at my alma mater, Yale University School of
Medicine, resonated with me.
Inspired by the writings of the psychiatrist and
concentration camp survivor Viktor Frankl, MD,
PhD, Dr Southwick was drawn to the topic of resilience. His expertise culminated in a seminal book,
Resilience: The Science of Mastering Life’s Best
Challenges, blending pivotal themes of neurobiology, genetics, development, psychology, exercise,
and spirituality. His knowledge and expertise have

My Medical School Classmate

The Women’s Mental Health Advocate

The Father of Parent Education

A Resilience Psychiatrist

been applied many times, from the 9/11 tragedy to
the traumatic aspects of the COVID-19 pandemic.
John Fryer, MD

(aka Henry Anonymous, MD)
Just about 50 years ago, something extraordinary
happened at an annual meeting of the American
Psychiatric Association. A disguised figure visited
a session and stated, “I am a homosexual. I am a
psychiatrist.” He identified himself as Henry
Anonymous, MD, and then left the scene. About 2
years later, in 1974, homosexuality was removed
from the DSM.
Due to concern for his career, “Dr Anonymous”
did not reveal his identity for many years. He experienced career setbacks anyway, although eventually he was tenured at Temple University. There, he
specialized in aspects of death, dying, and bereavement and was a pioneer in the hospice movement.
That psychiatrist, John Fryer, MD, died in 2003,
aged 65 years.
Why discuss someone who passed almost 2 decades ago? On May 2, 2022, 50 years after his proclamation at that APA annual meeting, he was remembered in Philadelphia for his courage and success. A
ceremonial event commemorated Dr. John E. Fryer
Day, with support from the Philadelphia City Council, Governor Tom Wolf of Pennsylvania, the US
House of Representatives, and the US Senate.

Epilogue
It strikes me that these eulogies connect to resilience, professionally and/or personally. That is
likely a reflection of our field’s growing interest in
trauma, and how resilience can be an antidote.
This quote from Dr Southwick will be relevant
to the public, patients, and ourselves:
So to me, one of, if not the most important
factors is to have a squad, to have a group
of individuals who you really care about,
who you know, at least one or two who you
know will come to your aide no matter
what, and to whom you will go as well.
To my squad—you know who you are and I am
forever grateful.
Dr Moffic is an award-winning psychiatrist who
has specialized in the cultural and ethical aspects of psychiatry. A prolific writer and speaker,
he received the one-time designation of Hero of
Public Psychiatry from the Assembly of the
American Psychiatric Association in 2002. He is
an advocate for mental health issues related to
climate instability, burnout, Islamophobia, and
anti-Semitism. He serves on the Editorial Board
of Psychiatric Times™. ❒

Brief Summary of full Prescribing Information.
CAPLYTA® (lumateperone) capsules, for oral use
Initial U.S. Approval: 2019
WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS WITH
DEMENTIA-RELATED PSYCHOSIS; and SUICIDAL THOUGHTS AND BEHAVIORS
Increased Mortality in Elderly Patients with Dementia-Related Psychosis
Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at an increased risk
of death. CAPLYTA is not approved for the treatment of patients with dementia-related psychosis.
Suicidal Thoughts and Behaviors
Antidepressants increased the risk of suicidal thoughts and behaviors in pediatric and young adults in
short-term studies. Closely monitor all antidepressant-treated patients for clinical worsening, and for
emergence of suicidal thoughts and behaviors. The safety and effectiveness of CAPLYTA have not been
established in pediatric patients.
INDICATIONS AND USAGE
CAPLYTA is indicated for the treatment of schizophrenia in adults and depressive episodes associated with
bipolar I or II disorder (bipolar depression) in adults, as monotherapy and as adjunctive therapy with lithium
or valproate.
DOSAGE AND ADMINISTRATION
Recommended Dosage: The recommended dosage of CAPLYTA is 42 mg administered orally once daily with or
without food. Dose titration is not required.
Dosage Recommendations for Concomitant Use with CYP3A4 Inducers and Moderate or Strong CYP3A4
Inhibitors: Coadministration with CYP3A4 Inducers - Avoid concomitant use of CAPLYTA with CYP3A4 inducers.
Coadministration with Moderate or Strong CYP3A4 Inhibitors - Avoid concomitant use of CAPLYTA with moderate
or strong CYP3A4 inhibitors.
Dosage Recommendations for Patients with Hepatic Impairment: Avoid use of CAPLYTA in patients with
moderate or severe hepatic impairment (Child-Pugh B or C).
CONTRAINDICATIONS
CAPLYTA is contraindicated in patients with history of hypersensitivity reaction to lumateperone. Reactions have
included pruritus, rash (e.g. allergic dermatitis, papular rash, and generalized rash), and urticaria.
WARNINGS AND PRECAUTIONS
Increased Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly patients with dementia-related
psychosis treated with antipsychotic drugs are at an increased risk of death. Analyses of 17 placebo-controlled
trials (modal duration of 10 weeks), largely in patients taking atypical antipsychotic drugs, revealed a risk of death
in the drug-treated patients of between 1.6 to 1.7 times that in placebo-treated patients. Over the course of a typical
10-week controlled trial, the rate of death in drug-treated patients was about 4.5%, compared to a rate of about
2.6% in placebo-treated patients. Although the causes of death were varied, most of the deaths appeared to be
either cardiovascular (e.g., heart failure, sudden death) or infectious (e.g., pneumonia) in nature. CAPLYTA is
not approved for the treatment of patients with dementia-related psychosis.
Suicidal Thoughts and Behaviors in Children, Adolescents and Young Adults: In pooled analyses of
placebo-controlled trials of antidepressant drugs (SSRIs and other antidepressant classes) that included
approximately 77,000 adult patients and 4,500 pediatric patients, the incidence of suicidal thoughts and
behaviors in antidepressant-treated patients age 24 years and younger was greater than in placebo-treated
patients. There was considerable variation in risk of suicidal thoughts and behaviors among drugs, but
there was an increased risk identified in young patients for most drugs studied. There were differences in
absolute risk of suicidal thoughts and behaviors across the different indications, with the highest incidence in
patients with MDD. The risk differences (drug-placebo difference) in the number of cases of suicidal thoughts
and behaviors in the pooled placebo-controlled trials of antidepressants in pediatric* and adult patients per
1000 patients treated are as follows: Increases Compared to Placebo – <18 years old: 14 additional patients;
18-24 years old: 5 additional patients. Decreases Compared to Placebo – 25-64 years old: 1 fewer patient;
>65 years old: 6 fewer patients. *CAPLYTA is not approved for use in pediatric patients.
It is unknown whether the risk of suicidal thoughts and behaviors in children, adolescents, and young adults
extends to longer-term use, i.e., beyond four months. However, there is substantial evidence from
placebo-controlled maintenance trials in adults with MDD that antidepressants delay the recurrence of depression
and that depression itself is a risk factor for suicidal thoughts and behaviors.
Monitor all antidepressant-treated patients for any indication for clinical worsening and emergence of suicidal
thoughts and behaviors, especially during the initial few months of drug therapy, and at times of dosage changes.
Counsel family members or caregivers of patients to monitor for changes in behavior and to alert the healthcare
provider. Consider changing the therapeutic regimen, including possibly discontinuing CAPLYTA, in patients
whose depression is persistently worse, or who are experiencing suicidal thoughts or behaviors.
Cerebrovascular Adverse Reactions, Including Stroke, in Elderly Patients with Dementia-Related Psychosis:
In placebo-controlled trials in elderly subjects with dementia, patients randomized to risperidone, aripiprazole, and
olanzapine had a higher incidence of stroke and transient ischemic attack, including fatal stroke. CAPLYTA is not
approved for the treatment of patients with dementia-related psychosis.
Neuroleptic Malignant Syndrome: Neuroleptic Malignant Syndrome (NMS), a potentially fatal symptom complex,
has been reported in association with administration of antipsychotic drugs. Clinical manifestations of NMS
are hyperpyrexia, muscle rigidity, delirium, and autonomic instability. Additional signs may include elevated
creatinine phosphokinase, myoglobinuria (rhabdomyolysis), and acute renal failure. If NMS is suspected,
immediately discontinue CAPLYTA and provide intensive symptomatic treatment and monitoring.
Tardive Dyskinesia: Tardive dyskinesia, a syndrome consisting of potentially irreversible, involuntary, dyskinetic
movements, may develop in patients treated with antipsychotic drugs. The risk appears to be highest among
the elderly, especially elderly women, but it is not possible to predict which patients are likely to develop the
syndrome. Whether antipsychotic drug products differ in their potential to cause tardive dyskinesia is unknown.
The risk of tardive dyskinesia and the likelihood that it will become irreversible increase with the duration of
treatment and the cumulative dose. The syndrome can develop after a relatively brief treatment period, even at
low doses. It may also occur after discontinuation of treatment.
Tardive dyskinesia may remit, partially or completely, if antipsychotic treatment is discontinued. Antipsychotic
treatment itself, however, may suppress (or partially suppress) the signs and symptoms of the syndrome, possibly
masking the underlying process. The effect that symptomatic suppression has upon the long-term course of
tardive dyskinesia is unknown.
Given these considerations, CAPLYTA should be prescribed in a manner most likely to reduce the risk of tardive
dyskinesia. Chronic antipsychotic treatment should generally be reserved for patients: 1) who suffer from a chronic
illness that is known to respond to antipsychotic drugs; and 2) for whom alternative, effective, but potentially less
harmful treatments are not available or appropriate. In patients who do require chronic treatment, use the lowest
dose and the shortest duration of treatment producing a satisfactory clinical response. Periodically reassess the
need for continued treatment.
If signs and symptoms of tardive dyskinesia appear in a patient on CAPLYTA, drug discontinuation should be
considered. However, some patients may require treatment with CAPLYTA despite the presence of the syndrome.

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

W

omen adapting to their new roles as mothers can struggle with substantial mental health
challenges. Postpartum depression, for example, is widely understood as the most common condition faced by mothers after delivery. However, mothers can face many other
overlooked psychiatric challenges across pregnancy, the postpartum period, and motherhood. Borderline personality disorder (BPD) is a common diagnosis among young women that is highly understudied in pregnancy and motherhood.
Prevalence of BPD in the general population may be as high as 5.9%, around 10% in psychiatric outpatient clinics, and around 20% among psychiatric inpatients.1,2 BPD is overwhelmingly diagnosed in women; around 87% of those receiving diagnoses are female. It is also thought to be
associated with a higher degree of disability in women.1 Average age upon diagnosis is 24.8 years.
Delayed diagnosis is common, often happening after an average of 3.6 years of treatment.3
“Motherhood” is a broad construct involving constant change: pregnancy, postpartum, infancy, toddlerhood, school-age children, teenager, empty-nesting. We can consider 4 main domains of symptoms
within BPD: identity/sense of self, impulsivity, relationship difficulties, and affective instability.
In the United States, the mean age of women at first birth is 26.9 years, which closely corresponds to the average age of women upon BPD diagnosis.4 By age 44 years, 85% of women in the
United States have had at least 1 biological child, with an average of 2.1 children per woman.5
Based on these data, women with BPD are statistically likely to become mothers.
BPD is linked to challenges in pregnancy. In women with BPD, symptom severity has been associated with teenage pregnancy, unplanned pregnancy, and multiple prenatal adverse events.6
In one study, women with BPD who presented for delivery were more likely to have used nicotine
or other addictive substances during pregnancy.7 Women with BPD have shown overall low rates of
adherence to prenatal care and overall high likelihood of experiencing pregnancy as traumatic.8
Women with BPD have also been found to be at substantially higher risk of preterm delivery
than women in a hospitalwide control group; their infants were more likely to have low Apgar
scores.8 During the postpartum period, 23.1% of women seeking psychiatric inpatient admission to
a mother-baby unit in Australia met criteria for BPD.8 Another 11.1% showed significant BPD features without meeting full diagnostic criteria.8
There have been substantially higher rates of reports made to child protective services—and a
high rate of substantiation for those reports—for women with BPD compared with women without
BPD.9 Another study found that persistent high levels of comorbid depression in the mother across
the first year postpartum was associated with externalizing problems in children when measured at
2.5 years postpartum,10 but this link was entirely associated with the presence of BPD symptoms in
the mother.
Clinically, we see substantial symptom variability among women as they navigate motherhood, with
some symptoms improving and others worsening. Although there is very little research addressing these
symptom shifts directly, we can synthesize what we know from the literature and draw on clinical experience to examine how these symptoms are likely to change across the span of motherhood.

1

Sense of Self

Personal identity is conceptualized through
role commitments, a sense of inner agency, a
world view that gives life meaning, and continuity across time. Motherhood has a profound
impact on sense of self and can lead to a reevaluation of how autonomy, physical appearance, sexuality, and occupations influence these identities
differently than they did prior to motherhood.11
Shifts in how mothers understand themselves
in relationship to others often begin with pregnancy.12 Socioculturally, intensive pressure is
placed on mothers in Western societies to adopt
“intensive parenting” practices that can squeeze
out other important aspects of identity outside of
motherhood.13 Cultural portrayals of motherhood

emphasize fusion of a mother with her baby as
the goal and the expectation.14
In women with BPD, there are often clinical
improvements in patients’ sense of self and a
reduction in their experience of internal emptiness in their new role as mother. However, this
initial stabilization is often brief. As children begin the process of individuation, mothers with
BPD may experience it as a threat to their own
sense of self, with subsequent heightened distress
and symptomatology.15 There is also an increase
in distress for these mothers as their grown children leave home, with substantial challenges in
reestablishing a sense of self independent of the
role they played as a mother caring for children
living at home.

2

Impulsivity

Impulsivity has a known negative impact on
pregnancy. It is associated with a higher risk
of unplanned pregnancy, risky sexual behaviors, and a risk for sexual victimization.16-18
There is limited evidence that impulsivity
increases during pregnancy and the postpartum
period, although this notion is very understudied.19
Impulsivity in individuals with BPD commonly
manifests in substance use disorders, with as
many as 57% of individuals with BPD experiencing a comorbid substance use disorder.20 The negative impacts of substance use in pregnancy have
been well documented.
Impulsivity is also associated with safety concerns, such as self-injurious behavior and risk for
suicide.21,22 Impulsivity is also associated with eating, particularly binge eating, which can impact
the health of women and their babies during pregnancy as well as body image during the postpartum period.
Evidence suggests that across the life span,
impulsivity tends to become a less common
symptom in BPD. However, certain kinds of impulsivity may increase during times of distress,
and it is unclear how impulsivity changes in pregnancy and the postpartum period.23,24 For women
in general, studies point to lower rates of selfharm during pregnancy.25

3

Relationship Difficulties

The development of healthy relationships
requires “theory of mind,” or the ability to
understand our own internal state and that of
others. Theory of mind includes cognitive
and affective components, to understand others’
thoughts/beliefs and emotional states.26,27
Connected regions of the brain that are active
when we exercise this ability are referred to as
the “theory of mind network.”28 Mothers make
use of this ability, as they coregulate affect, when
their baby is distressed and they mirror the baby’s
distress to facilitate soothing.
During pregnancy, women experience changes
in their brain architecture that likely strengthen
their ability to care for and raise a child.29 These
involve changes within the theory of mind network and have been shown to predict motherbaby attachment postpartum.30 These changes
have the potential to impact women’s relationships with their larger community; their ability to
draw support from their communities is associated with resilience to postpartum distress,
whereas low support is a consistent risk factor in
postpartum distress.31,32 Relationship distress,
with increased conflict intensity, is common after
the birth of children and women who lack support
from a partner have a higher risk of developing
and maintaining postpartum depression.33
Relationships are particularly challenging for

Dysphagia: Esophageal dysmotility and aspiration have been associated with antipsychotic drug use. Antipsychotic
drugs, including CAPLYTA, should be used cautiously in patients at risk for aspiration.
ADVERSE REACTIONS
Clinical Trials Experience: Because clinical trials are conducted under widely varying conditions, adverse reaction
rates observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another
drug and may not reflect the rates observed in practice.
The safety of CAPLYTA has been evaluated in placebo-controlled clinical trials in 2664 adult patients with
schizophrenia and bipolar depression exposed to one or more doses. A total of 402 CAPLYTA-exposed patients
had at least 6 months of exposure and 108 had at least 1 year of exposure to the 42-mg dose of CAPLYTA.
Schizophrenia - The following findings are based on the pooled short-term (4- to 6-week), placebo-controlled
studies in adult patients with schizophrenia in which CAPLYTA was administered at a daily dose of 42 mg (n=406).
There was no single adverse reaction leading to discontinuation that occurred at a rate of >2% in
CAPLYTA-treated patients.
The most common adverse reactions (incidence of at least 5% of patients exposed to CAPLYTA and greater than
twice the rate of placebo) are somnolence/sedation and dry mouth.
Adverse reactions associated with CAPLYTA (incidence of at least 2% in patients exposed to CAPLYTA and greater
than placebo) were as follows (adverse reaction is followed by percentage of patients treated with CAPLYTA 42 mg
(n=406) and patients treated with placebo (n=412) in parentheses): Somnolence/ Sedation (24%, 10%); Nausea
(9%, 5%); Dry Mouth (6%, 2%); Dizziness1 (5%, 3%); Creatine Phosphokinase Increased (4%, 1%); Fatigue (3%,
1%); Vomiting (3%, 2%); Hepatic Transaminases Increased2 (2%, 1%); Decreased Appetite (2%, 1%). 1Dizziness,
dizziness postural; 2 ALT, AST, “hepatic enzymes” increased, or liver function test abnormal.
Bipolar Depression – Monotherapy
The following findings are based on the pooled short-term (6-week), placebo-controlled monotherapy bipolar
depression studies in adult patients treated with CAPLYTA administered at a daily dose of 42 mg (N=372).
There was no single adverse reaction leading to discontinuation that occurred at a rate of >2% in
CAPLYTA-treated patients.
The most common adverse reactions (incidence of at least 5% of patients exposed to CAPLYTA and greater than
twice the rate of placebo) are somnolence/sedation, dizziness, nausea, and dry mouth.
Adverse reactions associated with CAPLYTA (incidence of at least 2% in patients exposed to CAPLYTA and greater
than placebo) were as follows (adverse reaction is followed by percentage of patients treated with CAPLYTA 42 mg
(n=372) and patients treated with placebo (n=374) in parentheses): Headache (14%, 8%); Somnolence/Sedation
(13%, 3%); Dizziness1 (8%, 4%); Nausea (8%, 3%); Dry Mouth (5%, 1%); Diarrhea (4%, 2%); Vomiting (4%, 0%);
Abdominal pain2 (2%, 1%); Upper respiratory tract infection (2%, 1%). 1Dizziness, dizziness postural; 2Abdominal
discomfort, abdominal pain, abdominal pain upper and lower.
Bipolar Depression - Adjunctive Therapy with Lithium or Valproate - The following findings are based on a
6-week, placebo-controlled adjunctive therapy bipolar depression study in adult patients treated with CAPLYTA
administered at a daily dose of 42 mg (N=177).
There was no single adverse reaction leading to discontinuation that occurred at a rate of >2% in
CAPLYTA-treated patients.
The most common adverse reactions (incidence of at least 5% of patients exposed to CAPLYTA and greater than
twice the rate of placebo) are somnolence/sedation, dizziness, nausea, and dry mouth.
Adverse reactions associated with CAPLYTA (incidence of at least 2% in patients exposed to CAPLYTA and
greater than placebo) were as follows (adverse reaction is followed by percentage of patients treated with CAPLYTA
42 mg (n=177) and patients treated with placebo (n=175) in parentheses): Somnolence/ Sedation (13%, 3%);
Dizziness1 (11%, 2%); Nausea (9%, 4%); Dry Mouth (5%, 1%); Vomiting (4%, 0%), Diarrhea (3%, 2%); Upper
respiratory tract infection (3%, 1%); Blurred vision (3%, 1%), Increased blood prolactin (2%, 0%). 1Dizziness,
dizziness postural.
Dystonia - Symptoms of dystonia, prolonged abnormal contractions of muscle groups, may occur in susceptible
individuals during the first few days of treatment. Dystonic symptoms include: spasm of the neck muscles,
sometimes progressing to tightness of the throat, swallowing difficulty, difficulty breathing, and/or protrusion of
the tongue. Although these symptoms can occur at low doses, they occur more frequently and with greater severity
with high potency and higher doses of first-generation antipsychotic drugs. An elevated risk of acute dystonia is
observed in males and younger age groups.
Extrapyramidal Symptoms (EPS) - In the short-term, placebo-controlled schizophrenia and bipolar depression
studies, data was objectively collected on the Simpson-Angus Scale (SAS) for EPS (total score ranges from
0 to 40), the Barnes Akathisia Rating Scale (BARS) for akathisia (total score ranges from 0 to 14) and the
Abnormal Involuntary Movement Scale (AIMS) for dyskinesia (total score ranges from 0 to 28).
Schizophrenia - In the 4- to 6-week, placebo-controlled schizophrenia trials, the frequency of reported events
related to extrapyramidal symptoms (EPS), including akathisia, extrapyramidal disorder, muscle spasms,
restlessness, musculoskeletal stiffness, dyskinesia, dystonia, muscle twitching, tardive dyskinesia, tremor,
drooling, and involuntary muscle contractions was 6.7% for CAPLYTA and 6.3% for placebo.
In the 4- to 6-week schizophrenia trials, the mean changes from baseline for CAPLYTA-treated patients and
placebo-treated patients were 0.1 and 0 for the SAS, -0.1 and 0 for the BARS, and 0.1 and 0 for the AIMS,
respectively.
Bipolar Depression - In the 6-week, monotherapy bipolar depression trials, the frequency of reported reactions
related to EPS, including muscle spasms, dyskinesia, extrapyramidal disorder, movement disorder, tremor,
restlessness, and akathisia was 1.3% for CAPLYTA and 1.1% for placebo.
In a 6-week, adjunctive therapy bipolar depression trial, the frequency of reported reactions related to EPS,
including tremor, muscle spasms, akathisia, extrapyramidal disorder, gait disturbance, and restlessness was
4.0% for CAPLYTA and 2.3% for placebo.
In the 6-week, monotherapy bipolar depression trials, the mean changes from baseline for CAPLYTA-treated
patients and placebo-treated patients were 0 and 0 for the SAS, -0.1 and -0.1 for the BARS, and 0 and 0 for
the AIMS, respectively. In the 6-week adjunctive therapy bipolar depression trial, the mean changes from
baseline for CAPLYTA-treated patients and placebo-treated patients were 0 and 0 for the SAS, 0 and -0.1 for the
BARS, and 0 and 0 for the AIMS, respectively.
DRUG INTERACTIONS
Drugs Having Clinically Important Interactions with CAPLYTA. Moderate or Strong CYP3A4 Inhibitors:
Concomitant use of CAPLYTA with moderate or strong CYP3A4 inhibitors increases lumateperone exposure, which
may increase the risk of adverse reactions. Avoid concomitant use of CAPLYTA with moderate or strong CYP3A4
inhibitors. Examples of CYP3A4 inhibitors include: Moderate inhibitors - Amprenavir, ciprofloxacin, cyclosporine,
diltiazem, erythromycin, fluconazole, fluvoxamine, verapamil. Strong inhibitors - Clarithromycin, grapefruit juice,
itraconazole, voriconazole, nefazodone, ritonavir, nelfinavir. CYP3A4 Inducers: Concomitant use of CAPLYTA
with CYP3A4 inducers decreases the exposure of lumateperone. Avoid concomitant use of CAPLYTA with CYP3A4
inducers. Examples of CYP3A4 inducers include: Carbamazepine, phenytoin, rifampin, St. John’s wort, bosentan,
efavirenz, etravirine, modafinil, nafcillin, aprepitant, armodafinil, pioglitazone, prednisone.

USE IN SPECIFIC POPULATIONS
Pregnancy: Pregnancy Exposure Registry - There is a pregnancy exposure registry that monitors pregnancy
outcomes in women exposed to atypical antipsychotics, including CAPLYTA, during pregnancy. Healthcare providers
are encouraged to register patients by contacting the National Pregnancy Registry for Atypical Antipsychotics at
1-866-961-2388 or online at http://womensmentalhealth.org/clinical-and-research-programs/pregnancyregistry/.
Risk Summary - Neonates exposed to antipsychotic drugs during the third trimester are at risk for extrapyramidal
and/or withdrawal symptoms following delivery (see Clinical Considerations). Available data from case reports on
CAPLYTA use in pregnant women are insufficient to establish any drug associated risks for birth defects, miscarriage,
or adverse maternal or fetal outcomes. There are risks to the mother associated with untreated schizophrenia and
with exposure to antipsychotics, including CAPLYTA, during pregnancy (see Clinical Considerations). In animal
reproduction studies, no malformations were observed with oral administration of lumateperone to pregnant rats
and rabbits during organogenesis at doses up to 2.4 and 9.7 times, respectively, the maximum recommended
human dose (MRHD) of 42 mg/day on a mg/m2 basis. When pregnant rats were administered lumateperone during
the period of organogenesis through lactation, the number of perinatal deaths of pups was increased at 4.9 times
the MRHD, with no adverse effects on pups at 2.4 times the MRHD (see Data).
The estimated background risk of major birth defects and miscarriage for the indicated population is unknown. All
pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the U.S. general population,
the estimated background risk of major birth defects and miscarriage in clinically recognized pregnancies is 2 to
4% and 15 to 20%, respectively.
Clinical Considerations - Disease associated maternal and/or embryo/fetal risk - There is risk to the mother
from untreated schizophrenia, including increased risk of relapse, hospitalization, and suicide. Schizophrenia is
associated with increased adverse perinatal outcomes, including preterm birth. It is not known if this is a direct
result of the illness or other comorbid factors.
Fetal/neonatal adverse reactions - Extrapyramidal and/or withdrawal symptoms, including agitation, hypertonia,
hypotonia, tremor, somnolence, respiratory distress, and feeding disorder have been reported in neonates who were
exposed to antipsychotic drugs during the third trimester of pregnancy. These symptoms have varied in severity.
Monitor neonates for extrapyramidal and/or withdrawal symptoms and manage symptoms appropriately. Some
neonates recovered within hours or days without specific treatment; others required prolonged hospitalization.
Data - Animal Data - Pregnant rats were treated with oral doses of 3.5, 10.5, 21, and 63 mg/kg/day lumateperone
(0.8, 2.4, 4.9, and 14.6 times the MRHD on a mg/m2 basis) during the period of organogenesis. No malformations
were observed with lumateperone at doses up to 2.4 times the MRHD. Findings of decreased body weight
were observed in fetuses at 4.9 and 14.6 times the MRHD. Findings of incomplete ossification and increased
incidences of visceral and skeletal variations were recorded in fetuses at 14.6 times the MRHD, a dose that
induced maternal toxicity.
Pregnant rabbits were treated with oral doses of 2.1, 7, and 21 mg/kg/day lumateperone (1.0, 3.2, and 9.7 times the
MRHD on a mg/m2 basis) during the period of organogenesis. Lumateperone did not cause adverse developmental
effects at doses up to 9.7 times the MRHD.
In a study in which pregnant rats were administered oral doses of 3.5, 10.5, and 21 mg/kg/day lumateperone
(0.8, 2.4, and 4.9 times the MRHD on a mg/m2 basis) during the period of organogenesis and through lactation, the
number of live-born pups was decreased at 2.4 and 4.9 times the MRHD, and early postnatal deaths increased at a
dose 4.9 times the MRHD. Impaired nursing and decreased body weight gain in pups were observed at 4.9 times,
but not at 2.4 times, the MRHD.
Pregnant rats were treated with a human metabolite of lumateperone (reduced ketone metabolite) at oral
doses of 15, 60, and 100 mg/kg/day (1.2, 19, and 27 times the exposure to this metabolite at the MRHD of
lumateperone based on AUC plasma exposure) during the period of organogenesis. This metabolite did not
cause adverse developmental effects at a dose 1.2 times the exposure at the MRHD of lumateperone; however, it
caused an increase in visceral malformations (cleft palate) at 27 times and skeletal malformations at 19 times the
exposure at the MRHD of lumateperone, a dose that induced maternal toxicity.
Lactation: Risk Summary - There are no available data on the presence of lumateperone or its metabolites in human
milk or animal milk, the effects on the breastfed infant, or the effects on milk production. Toxicity in animals
has been linked to the formation of aniline metabolites of lumateperone. Although aniline metabolites were not
present in (adult) humans at quantifiable levels, it is unknown whether infants exposed to lumateperone will exhibit
comparable lumateperone metabolism and elimination pathways as adults. In addition, there are published reports
of sedation, failure to thrive, jitteriness, and extrapyramidal symptoms (tremors and abnormal muscle movements)
in breastfed infants exposed to antipsychotics. Based on findings of toxicity in animal studies and the potential
for serious adverse reactions in the breastfed infant, breastfeeding is not recommended during treatment
with lumateperone.
Females and Males of Reproductive Potential: Infertility - Based on findings from animal studies, lumateperone
may impair male and female fertility.
Pediatric Use: Safety and effectiveness of CAPLYTA have not been established in pediatric patients.
Antidepressants increased the risk of suicidal thoughts and behaviors in pediatric patients.
Geriatric Use: Controlled clinical studies of CAPLYTA in the treatment of schizophrenia did not include any patients
aged 65 or older to determine whether or not they respond differently from younger patients. Controlled clinical
studies of CAPLYTA in the treatment of bipolar depression included patients aged 65 or older; the number of
patients was not sufficient to determine whether or not they respond differently from younger patients.
Antipsychotic drugs increase the risk of death in elderly patients with dementia-related psychosis. CAPLYTA
is not approved for the treatment of patients with dementia-related psychosis.
Hepatic Impairment - Use of CAPLYTA is not recommended for patients with moderate (Child-Pugh class B)
to severe hepatic impairment (Child-Pugh class C). Patients with moderate and severe hepatic impairment
experienced higher exposure to lumateperone.
No dosage adjustment is recommended for patients with mild hepatic impairment (Child-Pugh A).
OVERDOSAGE
No specific antidotes for CAPLYTA are known. In managing overdose, provide supportive care, including close
medical supervision and monitoring and consider the possibility of multiple drug involvement. In case of overdose,
consult a Certified Poison Control Center (1-800-222-1222 or www.poison.org).
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women with BPD. Adults with BPD have been
shown to have significant deficits in theory of mind
and often struggle to cooperate with others as a relationship progresses and to repair following a rupture in cooperation.34,35
This makes women with BPD particularly vulnerable during the transition to motherhood and the
postpartum period, when the ability to draw support
from relationships is critical to maternal well-being. It
also affects a mother’s ability to develop secure attachment with her baby, which is critical to child development. However, there is hope that the brain-based
changes of motherhood might mitigate some of this
risk or lend improvement in these areas.

4

Affective Instability

Functional neuroimaging studies of patients
with BPD have shown frontolimbic dysfunction that has a differential impact on negative emotionality and is consistent with clinical challenges around affective lability seen in
adults with BPD.36
Women with BPD struggle more with mood
shifts in response to hormone fluctuations; that is,
changes in ovarian hormone levels have been associated with fluctuations in negative emotionality
and impulsivity in women with BPD. Fluctuations
in hormone levels also characterize pregnancy and
parturition, which may indicate that there is an increased risk in women with BPD for mood changes
and symptom exacerbation during this period compared with women without BPD.37,38

Concluding Thoughts

BPD traits vary individually over time and core
traits of BPD can carry additional risk for distress
as women transition to motherhood and parent
young children. Additional research is needed to
further understand the model of pathology for
women with BPD as they enter motherhood and to
determine strategies that can lead to resilience and
health for mothers and their families.
Dr Netherton is a psychiatrist and regional medical
director with Mindpath Health. Dr Rohr is director
of women’s mental health at Houston Methodist
Hospital in Texas.
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Mothers With
Borderline Personality
Disorder Often
Experience Trauma
» Elisabeth Netherton, MD; and Jessica Rohr, PhD
Mothers with borderline personality disorder
(BPD) often have experienced early-life
trauma, especially attachment trauma. BPD
is a clinical challenge for several reasons and
is associated with treatment-refractory depression and anxiety.1,2 Limited symptom improvement is often seen with psychotropic
medications. 3,4 Effective psychotherapy,
such as dialectical behavioral therapy, is intensive, often expensive, and frequently difficult to access. 5
BPD symptoms can directly limit patients’
ability to consistently engage in treatment.
Additionally, BPD is associated with prominent safety concerns, with self-harm behaviors common and seen in around 50% of
patients.6 Patients with BPD often struggle
with safety-interfering behaviors like substance use.6 BPD is associated with a high
rate of completed suicide, commonly cited at
up to 10%.7 Although there are limited data
about how BPD symptoms shift over the life
span, we know that as a complete diagnostic
entity, it has low prospective diagnostic stability, cited at 37% in 1 study across a study
period of 18 years.8 Some theorize a burnout
over time, in which symptoms may become
less prevalent with age, with the largest
change seen after age 44.8
Some studies describe a more nuanced
life span process, wherein affective lability,
relationship challenges, and impairments in
sense of self persist, but impulsivity improves
over time. 8 Overall, little is known about fluctuations in symptoms and diagnosis across
the reproductive period and in relation to the
experience of motherhood. 8
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Beyond Schizophrenia

Contemporary Perspectives on Psychoses
» Peter F. Buckley, MD

A

lthough the clinical manifestations of schizophrenia are protean, it is also evident that not all psychoses are schizophrenia and not all are attributable to the
same pathobiological processes that lead to schizophrenia. Psychoses due to

mood disturbances, psychoses related to a myriad of organic and metabolic conditions,
and psychoses related to substance abuse are common. These may present with symptoms that are indistinguishable from those of schizophrenia. Nonetheless, treatment of
such psychoses may differ from that of schizophrenia.
Because this constellation of other psychoses is broad and encompasses both common and uncommon circumstances, the study of these individual psychoses has been
more descriptive than neurobiological in focus. This Special Report, which will run in
this issue and the next issue, will be of interest to readers because it more clearly delineates
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psychosis, methamphetamine-induced psychosis. The authors also provide contemporary
information on plausible neurobiological mechanisms for selective psychoses.
We are reminded that the term psychosis is merely descriptive and covers many circumstances that can differ greatly. ❒
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on the Psychiatric Times™ editorial board.

An Update on the
23 Presentation,
Nosology,

and Causes of Postpartum
Psychosis
Freya Shepherd, MSc, BSc;
William Davies, PhD

GRAVESCREATIVE@STOCK.ADOBE.COM

the clinical context of selective psychoses—eg, postpartum psychosis, cannabis-induced
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Special Populations

Cultural Issues in Caring
for Patients With Psychosis
» Merranda McLaughlin, MS;

Amy Weisman de Mamani, PhD

T

CASE 1
“Mr Williams” is a 40-year-old single Black man with
a history of schizophrenia, although he notes, “I have
been told I have everything: schizophrenia, bipolar
disorder, paranoia, you name it.” Mr Williams states
he came in at his sister’s request because she noted
he was sleeping less and talking to himself more
than usual. Mr Williams explains he has been more
anxious about the police in his neighborhood. This
coincided with a shooting approximately 1 month
ago, when a close acquaintance was shot and killed
by police about 3 blocks from his home. Mr Williams
says he believes the police have bugged his house
and he feels energized to solve the issue. “I have
been installing a new security system and filling in all
the gaps in my house so no radio waves can get
through.” He has also been talking more to his
grandmother, who died a decade prior. He hears her
voice more frequently when he is distressed, and he
likes hearing from her.

Mr Williams’ statement about his many diagnoses
reflects an unfortunate reality for Black men with
experiences of psychosis. It has been shown that
Black men tend to to be overdiagnosed with
schizophrenia and underdiagnosed with bipolar
disorder.5 Notably, schizophrenia tends to be more
stigmatized than bipolar disorder. This discrepancy in diagnosis has contributed to poorer quality
of care, because these 2 diagnoses have key differences in first-line treatment.5
Although Mr Williams seems to relay his expe-

Cultural considerations

Potential solutions

Some groups (eg, Black individuals)
commonly receive less reliable
diagnoses, which can contribute to
poorer care and less trust in the
medical system.

• Ask neutral questions about diagnosis.
• Create shared language with patients using their own
terms.
• Acknowledge past difficulties with the mental health
system.

Delusions are often informed by one’s
environment.

• Acknowledge the realities of patients’ emotions and
experiences.
• With realities in mind, guide toward culturally relevant
solutions or emotion-focused coping.

The experience of positive symptoms
may differ across cultures and
experiences.

•A
 sk neutral questions to explore the impact of current
positive symptoms.

What seems delusional to one culture
may in fact be a commonly held idea in
another culture.

•A
 sk patients how common this experience is in their
respective group.
•E
 xamine research on this cultural group.
•C
 onsult with others in this culture.

It is common in some cultures to
believe mental illness is in part caused
by God, supernatural forces, or other
nonbiological factors.

• Determine whether the patient is also open to additional
explanations for mental illness (ie, patient may endorse
multiple explanations).
• Support the patient’s adaptive cultural/spiritual beliefs,
because research supports that this does lead to better
mental health.

Some ethnic and cultural groups
endorse high degrees of mental illness
stigma.

• Suggest greater engagement, especially with support
groups of individuals who have had similar experiences.
• Determine whether the patient is underutilizing existing
services.

Strong social support networks are
indicated for long-term wellness
outcomes for individuals with
schizophrenia/psychosis.

•S
 uggest family therapy and psychoeducation.
•E
 ncourage engagement with cultural practice and the
broader community.

riences of disparate diagnoses to his provider as
humorous, it should act as a clue to the provider that
his existing diagnosis may not be accurate and that
Mr Williams may not completely trust the insights
of his providers. Potential follow-up questions may
be: “What do you think about your diagnosis? Is
there a label you prefer that reflects your difficulties
with mental health?” Direct questioning about
symptomology would also be needed to clarify diagnosis, but these initial questions can help create a
shared language between provider and client that
prioritizes the client’s understanding of the symptoms. Providers may also reflect this experience
back to the client: “That might be frustrating—to be
told all these different diagnoses over the years.”
Acknowledgements like this can help establish a
sense of trust, letting your patients know it is appropriate to acknowledge their challenges with the
health care system to their providers.
Mr Williams endorses a belief that the police
are recording him inside his house and has acted
in response to this delusion. Providers are often
told not to reinforce delusions or give them too
much airtime beyond what it takes for diagnosis

and assessment of severity. Unfortunately, this
guidance may be overused such that providers
avoid better understanding or seeing the greater
context of delusions/hallucinatory symptoms. The
presentation and expression of symptoms differs
across ethnic groups, often due to differential
experiences and environments.6,7
In the case of Mr Williams, although the police
may not be explicitly recording him in his home
(although further questioning is warranted), his
delusion seems triggered by real-life experiences.
Black Americans are proportionally more impacted
by police brutality and discrimination and consequently demonstrate greater levels of suspiciousness in general.8,9 With this cultural consideration
in mind, providers need to be especially cautious
of rating something as abnormal or delusional
when it is a reality for Black individuals (eg, being followed/watched in stores, being targeted
for harassment at work, feeling unsafe at home,
being wary of police intentions).
In addition, increased experiences of discrimination are linked to increased paranoia and psychotic
experiences in ethnic minorities.10 For Mr Williams,

SPECIALREPORT

he lifetime prevalence of schizophrenia and
related psychotic disorders is approximately
1% of the population.1 These disorders have
clear genetic and biological underpinnings2 and
generally respond favorably to antipsychotic medication, particularly in reducing the hallmark positive symptoms (eg, delusions, hallucinations).3
However, even with medication, some positive
symptoms persist. Furthermore, negative symptoms (eg, asociality, amotivation), which have an
even greater detrimental impact on quality of life,
are less impacted by medication,4 underscoring a
need for additional therapeutic interventions for
individuals with schizophrenia/psychosis. Sociocultural factors have been shown to impact both
the presentation and course of schizophrenia/psychosis. In this article, we use 3 case vignettes to
illustrate how cultural factors can be considered in
treatment planning and for a more holistic understanding of how to improve outcomes for individuals with schizophrenia/psychosis (Table).

Table. Cultural Considerations and Solutions to Improve Outcomes
for Patients With Schizophrenia/Psychosis
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it would be helpful to acknowledge and reinforce
the realities of his experience (“I am so sorry to hear
about your friend. I understand why this would
make you fearful of the police.”) while guiding him
toward relevant solutions (“Have you talked to anyone, like your sister, about what happened? How are
the other individuals in your neighborhood coping
with this?”). Further conversation may help Mr Williams consider how to get familial/community support and assist him in finding spaces that feel welcoming and safe (eg, support groups, volunteering,
reaching out to friends). For some patients in which
the delusion is seemingly unconnected to the environment, clinicians may reinforce the patient’s experience (“What I am hearing is that you have been
feeling fearful lately.”) and point to emotion-focused coping strategies instead.
In a similar vein, Mr Williams also acknowledged hearing the voice of his late grandmother,
but notes that he likes hearing from her. Although
hallucinations/voices can be extremely distressing,
they are not always so, with some cultures or
groups having higher rates of positive or benign
experiences.11 In fact, there is a growing movement
among those with experiences of hallucinatory
voices to integrate them into daily life rather than
trying to avoid them completely (ie, Hearing
Voices Network), with some evidence of success.12
Providing quality care therefore involves balancing many considerations (eg, existing symptoms,
adverse effects, barriers to adherence), and the distress of current symptoms should not be assumed.
Follow-up questions should aim to be neutral
(“What is it like to hear your grandmother’s voice?
How often does this happen? Are you able to shift
your focus when other things need to be done?”) to
get a better sense of how it impacts Mr Williams.

CASE 2
“Ms Khan” is a 55-year-old divorced Sunni Muslim
Pakistani woman on disability, diagnosed with
schizophrenia. Outside of 3 relapses triggered by big
life changes, Ms Khan mostly struggles with negative
symptoms (eg, asociality, low motivation). Ms Khan
scheduled a mental health appointment because she
has been struggling to get out of bed. She explains,
“What is keeping me in bed is a jinni holding me
down. It stops me from doing my prayers and makes
me lazy. I should do my wudhu and pray, but once I
get out of practice, I feel guilty and avoid it.”

Ms Khan endorses a belief that the reason she is
struggling to leave bed is the influence of a jinni
(ie, a supernatural spirit/demon). A provider unfamiliar with Islam may automatically view this as a
sign of pathology. To assess this, however, a clinician should attempt to clarify how common this
type of belief is to those who are part of the community. Clinicians may do this by asking questions
directly (“I am unfamiliar with jinn. Is this a common experience for other individuals you know?”)
but may also need to seek consultation from the
patient’s community. In this case, research sug-
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gests that many Muslims do indeed believe that
physical and mental ailments (eg, sleep paralysis,
depression, fever) are caused by jinn13 and subsequently endorse religious-based solutions such as
wudhu (ie, ablution), prayer, and consulting an
imam. However, Muslims and other religious
groups tend to endorse multiple models of mental
illness, often endorsing biological factors in addition to others (eg, jinn, engaging in sin, God’s will,
environmental factors).14
In developing suggestions, clinicians may gain
more traction by acknowledging the patient’s perspective. Clinicians should still provide recommendations within their purview (eg, medication
changes, therapy recommendations), while also
supporting cultural practice and assisting in problemsolving (“Are there other Muslims you know to
whom you can reach out for support?”).
In addition, Ms Khan would likely benefit from
greater religious coping, because she indicates that
being less engaged with her religious practice
leads to more distress. In fact, in the United States,
the majority of the general public and individuals
with schizophrenia in particular endorse engaging
in religious and spiritual practices and report finding these practices highly important to them.15,16
Religious practice is also broadly associated with
better mental health.16,17 In the case of Ms Khan, if
clinicians consider behavioral activation—for
example, an emphasis on increased religious practice (eg, prayer and wudhu) and engagement with
religious community (eg, going to mosque, finding
Quran study groups)—this may be especially beneficial, because it already aligns with the patient’s
belief system and desires.
Clinicians should be wary of 2 potential issues.
First, not all religious coping is created equal, with
some strategies consistently leading to less distress
(eg, prayer, belief that God is supportive) and others
leading to more distress (eg, believing one’s difficulties are a punishment from God, using religion
to avoid problems).18 Second, emphasis on religion
may not be useful if the patient endorses significant religious delusions. In these cases, focusing
on other strategies (eg, light exercise, relaxation
techniques) and support networks (eg, family,
book club) tends to be more beneficial.

CASE 3
“Mr Baker” is a 60-year-old White retired male veteran who received a diagnosis of schizophrenia and
lives with his long-term girlfriend. Over the past year,
he has struggled to keep up with chores and relies on
his girlfriend to make most of his meals. This has led
to fights that escalate into his girlfriend threatening
to leave him due to his “laziness, lack of caring, and
craziness.” Mr Baker feels like a burden on his girlfriend and is also afraid to tell others how much he
struggles with his mental health. “I always prided
myself, especially with my veterans group, that I was
dependable and logical. If I admit to them that I have
heard voices and had to go to the hospital, I will have
to admit I am a screwed-up person.”
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Although hallucinations/voices can
be extremely distressing, they are
not always so, with some cultures
or groups having higher rates of
positive or benign experiences.
Mr Baker has internalized the idea that mental
illness is shameful, which is more common among
men.19 Unfortunately, self-stigma is linked to
marked increases in distress and to greater risk of
suicide.20 His noted feelings of burdensomeness,
therefore, could warrant a suicide risk assessment.
Although psychoeducation can reduce stigma,
engaging with individuals openly about their experience with mental illness tends to be most effective.21 Mr Baker would likely benefit from a referral to support groups of other veterans with serious
mental illness. Providers may begin suggesting
these referrals by highlighting the effectiveness of
therapy for others, because focusing directly on Mr
Baker’s need for support may lead to defensiveness or denial: “I find a lot of veterans in your situation have really enjoyed this outpatient group we
have.” Keeping it low stakes may also prove helpful: “Hey, this is a good way to get out of the house
and meet some new individuals.”
There is also a high level of criticism and hostility (ie, expressed emotion) in Mr Baker’s household, which research indicates is related to higher
rates of relapse for individuals with serious mental
illness.22 Hostility and criticism occur in some
ethnic groups at higher rates (eg, White families)
than others (eg, Latinos).23 Mr Baker and his girlfriend may benefit from psychoeducation such that
they can recognize that many of Mr Baker’s symptoms are related to a mental illness. This could help
reduce some of the girlfriend’s frustration by shifting the blame away from her partner. This couple
might also benefit from developing strategies to
meet their household needs and demands in tandem with each other. Culturally informed therapy
for schizophrenia (CIT-S) is a family intervention
that emphasizes the family unit’s shared values,
engages in psychoeducation with culture in mind,
reinforces positive religious coping, and guides the
family unit through communication and problem-solving techniques.24 Rather than solely focusing on Mr Baker, it equally acknowledges the
needs of his girlfriend and guides both individuals
through their shared difficulties.

Concluding Thoughts

Practices like CIT-S also highlight an important
message across all 3 cases. Clinicians often see the
individual (identified patient) arriving at a session as the sole therapy target. However, there is an
untapped but extremely important social support
network integral to the lives and well-being of individuals with schizophrenia/psychosis. It may be a
family member who suggested they visit a doctor
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(case 1), a larger religious community that provides
meaning (case 2), or a partner who provides resources
(case 3). In addition to employing the aforementioned
strategies and being mindful of cultural distinctions,
providers benefit from relying on these social structures
(eg, consultation) and encouraging their patients to be
more engaged in these social supports, which ultimately
could be an invaluable resource in improving the lives
of patients with schizophrenia/psychosis.
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An Update on the
Presentation, Nosology,
and Causes of
Postpartum Psychosis
» Freya Shepherd, MSc, BSc;

Besides a previous episode of PP, by far
the largest risk factor for the condition is an
William Davies, PhD
existing diagnosis of bipolar disorder—
ostpartum psychosis (PP) is an um- particularly bipolar I disorder. Between 20%
brella term for the impairing and isolat- and 40% of individuals with bipolar I disoring psychotic-mood symptoms experi- der who give birth will experience PP.4 A
enced by a small proportion of women (1 to 2 major challenge for the future will be deciwomen every 1000 deliveries) shortly after phering the factors that distinguish women
childbirth. Despite being recognized for cen- with bipolar disorder who develop PP from
turies, the condition has historically been un- those who do not. The 2 groups do not apderstudied. However, over the past 10 to 15 pear to differ with respect to their personality
years, stimulated by a growing interest in traits, cognitive styles, or affective temperawomen’s health and increasing crosstalk ments,5 but women with bipolar disorder
whose manic episodes are
among biomedical practiprecipitated by sleep loss
tioners in diverse fields, we
may be at especially high
are finally starting to charis experienced by
risk.6
acterize PP more compreCurrent diagnostic clashensively and beginning to
sification systems do not
understand its associated
recognize PP as an entity in
risk factors and biological
its own right, but rather as a
basis (Figure).
Individuals affected by PP typically expe- variant or subform of other mood-psychotic
rience hallucinations, delusions (often in- conditions. On the basis of its unique constelfant-focused), mood swings, sleep problems, lation of features, as well as its specific and
and cognitive disorganization/disorientation definitive link to childbirth, some psychiatrists
within 2 weeks of giving birth. The condition have called for this approach to be revised.7
is regarded as a psychiatric emergency and is Emerging data have indicated that, in individassociated with an increased risk of maternal uals with bipolar disorder, the frequency and
suicide and infanticide. However, with prompt quality of symptoms in the postpartum and
medical intervention and enduring psychiatric nonpostpartum periods may differ: In the forand psychosocial support, the acute symp- mer, there may be fewer manic symptoms,
toms and long-term consequences associated more depressive symptoms, greater perplexwith PP can generally be managed effectively. ity and self-reproach, and less pressured
Pharmacotherapeutic options for PP in- speech and sociability.8
The relationship between bipolar disorder
clude antipsychotic, mood stabilizer, or sedative administration; in more extreme cases, and PP risk appears remarkably strong and
electroconvulsive therapy may be advisable. relatively specific, in that personal history for
Pharmacotherapies can be given prophylacti- other mood-psychotic spectrum conditions
cally in pregnant women who are at high risk (eg, schizophrenia, schizoaffective disorder)
of developing PP. Some of the teratogenic ef- appears to raise an individual’s PP risk only
fects of effective drugs, such as the mood sta- modestly (10% to 15% of individuals with
bilizer lithium, appear to be less insidious schizophrenia-like disorders develop PP).9
than previously suspected, particularly if Additionally, in individuals with schizophretreatment regimens are appropriately titrated.1 nia, PP manifests differently than it does in
Similarly, understandable fears about per- individuals with bipolar disorder.10 It is also
sistently impaired mother-child bonding as a noteworthy that, for around half of all cases of
consequence of PP may have been overem- PP, the affected individual has no psychiatric
phasized, with a new analysis showing that history; the latest analysis indicates that in
bonding impairments persist in fewer than 6% such women, psychotic experiences appear to
of affected individuals who were affected at be largely limited to the postpartum period,
hospital discharge.2 Valuable qualitative re- although around one-third of previously
search is beginning to document the experi- healthy women may subsequently exhibit
ences of women with PP and to help us under- recurrent symptoms consistent with a bipolar
stand the support mechanisms through which disorder spectrum condition.11
Numerous medical conditions may arise,
their recovery might be aided.3

P

Postpartum psychosis

1 to 2 women every
1000 deliveries.
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or be exacerbated, in the perinatal period. These
include preeclampsia (significantly elevated blood
pressure and associated proteinuria typically occurring in late pregnancy) and autoimmune thyroid
disorders. Preeclampsia and autoimmune thyroid disorders frequently cooccur with postpartum
psychiatric symptoms, including PP. To date, little
evidence is available regarding whether these conditions are causal risk factors for PP, or whether
there are shared etiological factors that could predispose a woman to both PP and preeclampsia/
autoimmune thyroid disorders. Although exposure
to adverse life events has traditionally been more
strongly associated with postpartum depression
risk than with PP risk, evidence is emerging to suggest that severe childhood maltreatment, exposure
to more frequent stressful life events, and elevated
levels of the stress-related molecules cortisol and
C-reactive protein in late pregnancy may predict
PP episodes in “at-risk” women.12,13 However,
given a previously reported lack of association between adverse early-life events and PP risk in individuals with bipolar disorder,14 the question of
whether a link between the 2 variables truly exists
remains to be answered definitively.
In terms of demographics, postpartum psychiatric symptom risk may be greater in younger
mothers15 and in primiparous individuals (ie, those
having their first child); however, this latter finding
may be confounded by mitigating measures being
put in place after a first PP episode.

New Research and
Their Clinical Implications

There is strong reason to believe that PP risk is, in
part, determined by biological factors: The
prevalence and manifestations of the condition are
similar across countries and cultures, and the
condition is tightly linked to childbirth and its
associated biological changes. Affected individuals
and their relatives are at high risk of relapse or of
first-onset PP, respectively.
Identifying and characterizing the biological
features that underlie PP risk through increased
collaborative endeavors and novel experimental
approaches is important for 3 main reasons:
It will clarify the extent to which PP overlaps with, or
is distinct from, other psychiatric and medical
conditions. This topic feeds into debates on whether
or not PP warrants its own diagnostic category.
It will enable the development and testing of
predictive biomarkers. Then, individuals at
particularly high risk of PP, or those at risk of
transitioning to a bipolar disorder spectrum condition,
can be identified and prioritized for early intervention
to minimize the likelihood of long-term harm to
affected individuals and their children.
It may highlight novel drug targets, stimulating the
development or repurposing of even more effective
and/or less toxic pharmacotherapies.

Maternal physiology changes significantly
throughout pregnancy and into the postpartum period, notably with respect to immune function and
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Figure. Confirmed and Putative Risk Factors and Associated Medical
Comorbidities for Postpartum Psychosis
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circulating sex hormones. During early pregnancy,
a proinflammatory state aids in successful implantation and placentation while a subsequent anti-inflammatory state protects against preterm birth and
miscarriage. Predelivery, and for several months
into the postpartum period, the mother’s body returns to a proinflammatory phase.16
The results of multiple recent studies have suggested that in individuals with PP, this final inflammatory phase is exaggerated—potentially, in part,
as a consequence of altered activity, or number, of
immunosuppressive regulatory T-cells (Tregs).16,17
Heightened immunoreactivity may partially explain links between COVID-19 infection and apparent vulnerability to psychosis across the lifespan, including in the postpartum period.18 Whether
the immunological changes seen in individuals
affected by PP are a cause or a consequence of the
disorder remains an open question, as does the significance of these findings. Are immune system
changes fundamental to PP risk, or are they merely
the most observable changes, given the accessibility of relevant tissues (ie, blood)? One route to testing this question would be to test whether anti-inflammatory drug administration further alleviates
symptoms and potentiates recovery in patients.
The immediate postpartum period sees precipitous drops in circulating estrogen and progesterone
levels in the new mother following expulsion of the
placenta. As no consistent differences have been
observed in levels of these hormones between
healthy mothers and mothers with psychosis following birth, it has been proposed that at-risk
mothers are somehow especially biologically sensitive to estrogen and/or progesterone depletion.
Through comparing brain activity at baseline and
during relevant cognitive tasks, investigators at
Kings College London have shown that at-risk
women who develop PP exhibit altered prefrontal
cortex network activity compared with at-risk
women who do not develop PP.19,20 White matter
integrity is altered in women with bipolar disorder
and may also be perturbed in PP cases. We have
proposed that defective (re)myelination processes
occurring in the perinatal period may underlie PP
symptoms and be related to abnormal secretion of

the cellular communication network factor 3 protein by Tregs.21 Cellular communication network
proteins were initially implicated in PP risk
through work in a new, experimentally amenable
mouse model relevant to the condition, and these
proteins seem to affect numerous PP-associated
neurobehavioral processes, in addition to playing a
role in preeclampsia pathogenesis.22
Although immunological and neuroimaging
markers associated with PP may be confounded by
environmental exposures (eg, the patient’s comorbid
medical conditions, demographics, or treatment), genetic factors associated with PP are stable; their impact upon disorder risk is not complicated by reverse
causation issues. Early, limited linkage analyses in a
sample of women with bipolar disorder and PP
pointed to 2 candidate loci on chromosomes 16p13
and 8q24, the latter overlapping the cellular communication network factor 3 gene. Single-gene association studies examining candidates involved in stress,
hormonal signaling, and serotonergic pathways have
largely proved unreliable. Currently, collaborative
efforts are under way to recruit and phenotype a sufficiently sized patient cohort to undertake a genome-wide association analysis in PP and to identify
robust risk polymorphisms.
Although meaningful genome-wide analyses are
not yet feasible, an insightful new study has used a
genetics-based approach to provide evidence that
first-onset PP may be biologically dissociable from
bipolar disorder and therefore may represent a separate nosological entity within the bipolar disorder
spectrum.23 Briefly, the researchers calculated polygenic risk scores for schizophrenia, depression, and
bipolar disorder across 3 cohorts: healthy individuals, individuals diagnosed with bipolar disorder, and
individuals diagnosed with first-onset PP. Interestingly, while bipolar disorder and schizophrenia polygenic risk scores completely or substantially overlapped between individuals with bipolar disorder
and PP, depression polygenic risk scores were clearly
higher in individuals with bipolar disorder than in
individuals with PP.

Future Work

In the future, testing clinical samples that are larger

and better defined should allow us to more robustly
identify sleep-related, cognitive, neuroimaging, and
peripheral biological measures (eg, immune system–
related molecules) that distinguish women who
develop PP both from healthy controls and from atrisk women who do not develop PP. These measures
could then be tested alone, or in combination, as predictive biomarkers. Genome-wide association analysis may help identify candidate risk genes/pathways
and clarify the extent of genetic overlap with related
conditions; these include other mood-psychosis spectrum disorders, other postpartum psychiatric conditions, (auto)immune disorders, and preeclampsia.
Genetic epidemiology techniques, such as Mendelian randomization, may subsequently be used to
highlight causal pathways and to predict rational
points for intervention.
The observation that children exposed to mothers
with postpartum mood disorders (including psychosis) are more likely to develop attention-deficit/
hyperactivity disorder24 indicates that further investigation into mechanisms mediating this link, including the possibility of common genetic risk factors
shared between PP and neurodevelopmental disorders, may be warranted. Finally, laboratory-based
approaches similar to those used to understand the
neurobiology of other rare conditions may be employed. For example, the cellular/molecular phenotypes underlying PP may be examined through combined assessment of patient stem cell-derived brain
cell cultures or organoids (“mini-brains”) and animal
models. Such work should help reveal the biology most
proximal to the behavioral and cognitive disturbances
in PP and highlight amenable therapeutic targets.
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CORRECTION In the 2022 April Special Report “Disentangling the Web: Comorbidity Issues in Gender-Diverse Youth,” the
Table was erroneously printed. The correct version is shown here.

Table. Important Gender Diversity Terms3-6
Transgender

An umbrella term often used to describe an individual whose assigned sex at birth is
not congruent with their gender identity.

Cisgender

An individual whose assigned sex at birth is congruent with their gender identity.

Nonbinary

An umbrella term used to describe an individual who does not prescribe to traditional
binary gender roles and instead identifies as having both, neither, or a fluctuation of
their gender identity.

Gender dysphoria

A clinical term referring to a person’s internal discomfort with their assigned sex at birth.

Gender joy

A term used to describe a feeling of happiness or fulfillment in one’s gender identity.
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The Algebra
of Kindness
Richard Berlin, MD
In real life I assure you there is no
such thing as algebra. – Fran Lebowitz
Unless you were in my seventh grade
algebra class Fran, where gentle Mr. C.
did his best to humor students into solving
for X while guidance counselor Mrs. T,
scared us into believing college
and med school were out of reach
without an A in algebra, which kick-started
my career of grinding and grade grubbing,
feigning calm when a problem fought back,
my headaches so severe, Dr. Sheer
X-rayed for tumors and confirmed
the pressure on a firstborn Jewish son.
Sixty years later, I’m doing the math
on my medical career, still wondering
why I learned to solve quadratic equations,
Mr. C at the blackboard, his chalk stub
stuttering on slate, white dust coating
a shabby suit, his mercy like a doctor’s
when a problem pinned me down:

Mr. Berlin, your calculations are wrong,
but they’re not life threatening!
And he’d pause for a laugh from the class,
take a breath and soften his second blow
with another dose of math teacher corn:

Yes, Mr. Berlin’s solution is creative,
though not quite right, which confirms
what I’ve taught you all year:
There are only three kinds of people
in the world, those who are good at math
and those who aren’t. And we laughed
again because he made us feel safe
and loved, even when we stumbled,
his calculated goal to teach us how
to solve for X when X equals kindness.
Dr Berlin has been
writing a poem about his
experience of being a
doctor every month for
the past 24 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. ❒
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ONE MEDICATION APPROVED TO
TREAT ALL BIPOLAR I EPISODES:
DEPRESSIVE AND ACUTE MANIC
OR MIXED EPISODES
1

Visit VRAYLARHCP.com for VRAYLAR bipolar I disorder study results
and design, additional dosing information, and more.

Indications and Usage
Indicated in adults for the:
• Treatment of depressive episodes associated with bipolar I disorder (bipolar depression)
• Acute treatment of manic or mixed episodes associated with bipolar I disorder
Important Safety Information
WARNINGS: INCREASED MORTALITY IN ELDERLY PATIENTS WITH DEMENTIA-RELATED PSYCHOSIS;
and SUICIDAL THOUGHTS AND BEHAVIORS
• Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at an increased risk of death.
VRAYLAR is not approved for treatment of patients with dementia-related psychosis.
• Antidepressants increased the risk of suicidal thoughts and behaviors in pediatric and young adult patients in short-term studies.
Closely monitor antidepressant-treated patients for clinical worsening, and for emergence of suicidal thoughts and behaviors.
Safety and effectiveness of VRAYLAR have not been established in pediatric patients.
Contraindication: VRAYLAR is contraindicated in patients with known hypersensitivity. Reactions have included rash, pruritus, urticaria, and events
suggestive of angioedema.
Cerebrovascular Adverse Reactions, Including Stroke: In clinical trials with antipsychotic drugs, elderly subjects with dementia had a higher
incidence of cerebrovascular adverse reactions, including fatalities vs placebo. VRAYLAR is not approved for the treatment of patients with
dementia-related psychosis.
Neuroleptic Malignant Syndrome (NMS): NMS, a potentially fatal symptom complex, has been reported with antipsychotic drugs. NMS may
cause hyperpyrexia, muscle rigidity, delirium, and autonomic instability. Additional signs may include elevated creatine phosphokinase, myoglobinuria
(rhabdomyolysis), and acute renal failure. Manage with immediate discontinuation, intensive symptomatic treatment, and monitoring.
Tardive Dyskinesia (TD): Risk of developing TD (a syndrome of potentially irreversible, involuntary, dyskinetic movements) and the likelihood
it will become irreversible may increase with the duration of treatment and the cumulative dose. The syndrome can develop after a relatively
brief treatment period, even at low doses, or after treatment discontinuation. If signs and symptoms of TD appear, drug discontinuation should
be considered.
Late-Occurring Adverse Reactions: Adverse events may first appear several weeks after initiation of VRAYLAR, probably because plasma
levels of cariprazine and its major metabolites accumulate over time. As a result, the incidence of adverse reactions in short-term trials may not
reflect the rates after longer term exposures. Monitor for adverse reactions, including extrapyramidal symptoms (EPS) or akathisia, and patient
response for several weeks after starting VRAYLAR and after each dosage increase. Consider reducing the dose or discontinuing the drug.
Metabolic Changes: Atypical antipsychotics have caused metabolic changes, such as:
• Hyperglycemia and Diabetes Mellitus: Hyperglycemia, in some cases associated with ketoacidosis, hyperosmolar coma, or death, has been reported
in patients treated with atypical antipsychotics. Assess fasting glucose before or soon after initiation of treatment, and monitor periodically during
long-term treatment.
Please see additional Important Safety Information and Brief Summary of Full Prescribing Information, including Boxed Warnings,
on the following pages, or visit https://www.rxabbvie.com/pdf/vraylar_pi.pdf

Full-spectrum relief for all bipolar I symptoms in depressive and acute manic
or mixed episodes in adults1
Proven relief for bipolar I depressive symptoms at the starting dose (1.5 mg/day)1
• May increase dose to 3 mg on Day 15. Maximum recommended dose is 3 mg/day,
depending on clinical response and tolerability1
Placebo-like impact on lipids and fasting glucose1,2*
Weight change ≤1.5 lb1
• 3% of patients reported weight increase of ≥7% in bipolar I depression studies1
The proportion of patients with metabolic shifts* was similar to placebo.1,2
Mean weight change in bipolar I manic or mixed episode trials: placebo (n=439) mean change=+0.4 lb;
VRAYLAR 3-6 mg/day (n=259) mean change=+1.1 lb.1
Mean weight change in bipolar I depression trials: placebo (n=463) mean change=-0.2 lb; VRAYLAR 1.5 mg/day (n=467)
mean change=+1.5 lb; VRAYLAR 3 mg/day (n=465) mean change=+0.9 lb.1
Proportion of patients with weight increase ≥7% in bipolar I depression trials: placebo (n=463)=1%; VRAYLAR 1.5 mg/day
(n=467)=3%; VRAYLAR 3 mg/day (n=465)=3%.1
*Shift defined as: fasting glucose: normal (<100 mg/dL) to high (≥126 mg/dL), borderline (≥100 mg/dL and <126 mg/dL) to high; total cholesterol: normal/borderline
(<240 mg/dL) to high (≥240 mg/dL); fasting triglycerides: normal/borderline (<200 mg/dL) to high (≥200 mg/dL).1,2

Important Safety Information (continued)
• Dyslipidemia: Atypical antipsychotics cause adverse alterations in lipids. Before or soon after starting an antipsychotic, obtain baseline fasting lipid
profile and monitor periodically during treatment.
• Weight Gain: Weight gain has been observed with VRAYLAR. Monitor weight at baseline and frequently thereafter.
Leukopenia, Neutropenia, and Agranulocytosis: Leukopenia/neutropenia have been reported with antipsychotics, including VRAYLAR.
Agranulocytosis (including fatal cases) has been reported with other antipsychotics. Monitor complete blood count in patients with pre-existing low white
blood cell count (WBC)/absolute neutrophil count or history of drug-induced leukopenia/neutropenia. Discontinue VRAYLAR at the first sign of a clinically
significant decline in WBC and in severely neutropenic patients.
Orthostatic Hypotension and Syncope: Atypical antipsychotics cause orthostatic hypotension and syncope, with the greatest risk during initial titration
and with dose increases. Monitor orthostatic vital signs in patients predisposed to hypotension and in those with cardiovascular/cerebrovascular diseases.
Falls: VRAYLAR may cause somnolence, postural hypotension, motor and sensory instability, which may lead to falls and, consequently, fractures, or
other injuries. For patients with diseases, conditions, or medications that could exacerbate these effects, complete fall risk assessments when initiating
antipsychotics and recurrently for patients on long-term therapy.
Seizures: Use VRAYLAR with caution in patients with history of seizures or with conditions that lower the seizure threshold.
Potential for Cognitive and Motor Impairment: Somnolence was reported with VRAYLAR. Caution patients about performing activities requiring mental
alertness (eg, operating hazardous machinery or a motor vehicle).
Body Temperature Dysregulation: Use VRAYLAR with caution in patients who may experience conditions that increase body temperature (eg,
strenuous exercise, extreme heat, dehydration, or concomitant anticholinergics).
Dysphagia: Esophageal dysmotility and aspiration have been associated with antipsychotics. Antipsychotic drugs, including VRAYLAR, should be used
cautiously in patients at risk for aspiration.
Drug Interactions: Strong CYP3A4 inhibitors increase VRAYLAR concentrations, so VRAYLAR dose reduction is recommended. Concomitant use with
CYP3A4 inducers is not recommended.
Adverse Reactions: In clinical trials, the most common adverse reactions (≥5% and at least twice the rate of placebo) are listed below:
• Bipolar mania: The incidences within the recommended dose range (VRAYLAR 3 – 6 mg/day vs placebo) were: EPS (26% vs 12%), akathisia (20% vs 5%),
vomiting (10% vs 4%), dyspepsia (7% vs 4%), somnolence (7% vs 4%), and restlessness (7% vs 2%).
• Bipolar depression: The incidences within the recommended doses (VRAYLAR 1.5 mg/day or 3 mg/day vs placebo) were: nausea (7%, 7% vs 3%),
akathisia (6%, 10% vs 2%), restlessness (2%, 7% vs 3%), and EPS (4%, 6% vs 2%).
References: 1. VRAYLAR (cariprazine) [package insert]. Madison, NJ: Allergan USA, Inc.; 2019. 2. Data on file. Allergan.

VRAYLAR® and its design are registered trademarks of Forest Laboratories Holdings Ltd., an AbbVie company.
© 2021 AbbVie. All rights reserved.
Licensed from Gedeon Richter Plc.
VRA149388 08/21

VRAYLAR® (cariprazine) capsules, for oral use
Brief Summary of full Prescribing Information
Initial U.S. Approval: 2015
WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS WITH
DEMENTIA-RELATED PSYCHOSIS; and SUICIDAL THOUGHTS AND BEHAVIORS
Increased Mortality in Elderly Patients with Dementia-Related Psychosis
Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at an
increased risk of death. VRAYLAR is not approved for the treatment of patients with dementiarelated psychosis [see Warnings and Precautions].
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 for the emergence of suicidal thoughts and behaviors [see Warnings
and Precautions]. The safety and effectiveness of VRAYLAR have not been established in
pediatric patients [see Use in Specific Populations].
INDICATIONS AND USAGE: VRAYLAR® is indicated for the: Treatment of schizophrenia in adults [see
Clinical Studies in the full Prescribing Information]; Acute treatment of manic or mixed episodes
associated with bipolar I disorder in adults [see Clinical Studies in the full Prescribing Information];
Treatment of depressive episodes associated with bipolar I disorder (bipolar depression) in adults
[see Clinical Studies in the full Prescribing Information].
CONTRAINDICATIONS: VRAYLAR is contraindicated in patients with history of a hypersensitivity
reaction to cariprazine. Reactions have ranged from rash, pruritus, urticaria, and events suggestive
of angioedema (e.g., swollen tongue, lip swelling, face edema, pharyngeal edema, and swelling face).
WARNINGS AND PRECAUTIONS: Increased Mortality in Elderly Patients with Dementia-Related
Psychosis - Antipsychotic drugs increase the all-cause risk of death in elderly patients with dementiarelated psychosis. Analyses of 17 dementia-related psychosis placebo-controlled trials (modal
duration of 10 weeks and largely in patients taking atypical antipsychotic drugs) revealed a risk of
death in the drug-treated patients of between 1.6 to 1.7 times that in placebo-treated patients. Over
the course of a typical 10-week controlled trial, the rate of death in drug-treated patients was about
4.5%, compared to a rate of about 2.6% in placebo-treated patients. Although the causes of death
were varied, most of the deaths appeared to be either cardiovascular (e.g., heart failure, sudden
death) or infectious (e.g., pneumonia) in nature. VRAYLAR is not approved for the treatment of
patients with dementia-related psychosis [see Boxed Warning, Warnings and Precautions]. Suicidal
Thoughts and Behaviors in Children, Adolescents and Young Adults - In pooled analyses of placebocontrolled 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 displays the 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. The
table measures the drug-placebo difference in the number of patients with suicidal thoughts or
behaviors per 1000 patients treated. There were 14 additional cases reported in patients under the
age of 18, while 5 additional cases were reported in patients between 18 and 24 years of age.
Patients between 25 and 64 years of age reported 1 fewer case of suicidal thoughts or behaviors,
while patients 65 years of age and over reported 6 fewer cases. *VRAYLAR is not approved for use
in pediatric patients. It is unknown whether the risk of suicidal thoughts and behaviors in children,
adolescents, and young adults extends to longer-term use, i.e., beyond four months. However, there
is substantial evidence from placebo-controlled maintenance trials in adults with MDD that
antidepressants delay the recurrence of depression and that depression itself is a risk factor for
suicidal thoughts and behaviors. Monitor all antidepressant-treated patients for any indication for
clinical worsening and emergence of suicidal thoughts and behaviors, especially during the initial few
months of drug therapy, and at times of dosage changes. Counsel family members or caregivers of
patients to monitor for changes in behavior and to alert the healthcare provider. Consider changing
the therapeutic regimen, including possibly discontinuing VRAYLAR, in patients whose depression is
persistently worse, or who are experiencing emergent suicidal thoughts or behaviors.
Cerebrovascular Adverse Reactions, Including Stroke, in Elderly Patients with Dementia-Related
Psychosis - In placebo-controlled trials in elderly subjects with dementia, patients randomized to
risperidone, aripiprazole, and olanzapine had a higher incidence of stroke and transient ischemic
attack, including fatal stroke. VRAYLAR is not approved for the treatment of patients with dementiarelated psychosis [see Boxed Warning, Warnings and Precautions]. Neuroleptic Malignant Syndrome
(NMS) - Neuroleptic Malignant Syndrome (NMS), a potentially fatal symptom complex, has been
reported in association with administration of antipsychotic drugs. Clinical manifestations of NMS are
hyperpyrexia, muscle rigidity, delirium, and autonomic instability. Additional signs may include
elevated creatine phosphokinase, myoglobinuria (rhabdomyolysis), and acute renal failure. If NMS is
suspected, immediately discontinue VRAYLAR and provide intensive symptomatic treatment and
monitoring. Tardive Dyskinesia - Tardive dyskinesia, a syndrome consisting of potentially irreversible,
involuntary, dyskinetic movements, may develop in patients treated with antipsychotic drugs,
including VRAYLAR. The risk appears to be highest among the elderly, especially elderly women, but
it is not possible to predict which patients are likely to develop the syndrome. Whether antipsychotic
drug products differ in their potential to cause tardive dyskinesia is unknown. The risk of tardive
dyskinesia and the likelihood that it will become irreversible increase with the duration of treatment
and the cumulative dose. The syndrome can develop after a relatively brief treatment period, even at
low doses. It may also occur after discontinuation of treatment. Tardive dyskinesia may remit, partially
or completely, if antipsychotic treatment is discontinued. Antipsychotic treatment itself, however,
may suppress (or partially suppress) the signs and symptoms of the syndrome, possibly masking the
underlying process. The effect that symptomatic suppression has upon the long-term course of
tardive dyskinesia is unknown. Given these considerations, VRAYLAR should be prescribed in a
manner most likely to reduce the risk of tardive dyskinesia. Chronic antipsychotic treatment should
generally be reserved for patients: 1) who suffer from a chronic illness that is known to respond to
antipsychotic drugs; and 2) for whom alternative, effective, but potentially less harmful treatments
are not available or appropriate. In patients who do require chronic treatment, use the lowest dose
and the shortest duration of treatment producing a satisfactory clinical response should be sought.
Periodically reassess the need for continued treatment. If signs and symptoms of tardive dyskinesia
appear in a patient on VRAYLAR, drug discontinuation should be considered. However, some patients
may require treatment with VRAYLAR despite the presence of the syndrome. Late-Occurring Adverse
Reactions - Adverse events may first appear several weeks after the initiation of VRAYLAR treatment,
probably because plasma levels of cariprazine and its major metabolites accumulate over time. As a
result, the incidence of adverse reactions in short-term trials may not reflect the rates after longer

term exposures [see Dosage and Administration and Clinical Pharmacology in the full Prescribing
Information and Adverse Reactions]. Monitor for adverse reactions, including extrapyramidal
symptoms (EPS) or akathisia, and patient response for several weeks after a patient has begun
VRAYLAR and after each dosage increase. Consider reducing the dose or discontinuing the drug.
Metabolic Changes - Atypical antipsychotic drugs, including VRAYLAR, have caused metabolic
changes, including hyperglycemia, diabetes mellitus, dyslipidemia, and weight gain. Although all of
the drugs in the class to date have been shown to produce some metabolic changes, each drug has
its own specific risk profile. Hyperglycemia and Diabetes Mellitus - Hyperglycemia, in some cases
extreme and associated with ketoacidosis or hyperosmolar coma or death, has been reported in
patients treated with atypical antipsychotics. Assess fasting plasma glucose before or soon after
initiation of antipsychotic medication, and monitor periodically during long-term treatment.
Schizophrenia - In the 6-week, placebo-controlled trials of adult patients with schizophrenia, the
proportion of patients with shifts in fasting glucose from normal (<100 mg/dL) to high (≥126 mg/dL)
and borderline (≥100 and <126 mg/dL) to high were similar in patients treated with VRAYLAR and
placebo. In the long-term, open-label schizophrenia studies, 4% patients with normal hemoglobin
A1c baseline values developed elevated levels (≥6.5%). Bipolar Disorder - In six placebo-controlled
trials up to 8-weeks of adult patients with bipolar disorder (mania or depression), the proportion of
patients with shifts in fasting glucose from normal (<100 mg/dL) to high (≥126 mg/dL) and borderline
(≥100 and <126 mg/dL) to high were similar in patients treated with VRAYLAR and placebo. In the
long-term, open-label bipolar disorder studies, 4% patients with normal hemoglobin A1c baseline
values developed elevated levels (≥6.5%). Dyslipidemia - Atypical antipsychotics cause adverse
alterations in lipids. Before or soon after initiation of antipsychotic medication, obtain a fasting lipid
profile at baseline and monitor periodically during treatment. Schizophrenia - In the 6-week, placebocontrolled trials of adult patients with schizophrenia, the proportion of patients with shifts in fasting
total cholesterol, LDL, HDL and triglycerides were similar in patients treated with VRAYLAR and
placebo. Bipolar Disorder - In six placebo-controlled trials up to 8-weeks of adult patients with bipolar
disorder (mania or depression), the proportion of patients with shifts in fasting total cholesterol, LDL,
HDL and triglycerides were similar in patients treated with VRAYLAR and placebo. Weight Gain Weight gain has been observed with use of atypical antipsychotics, including VRAYLAR. Monitor
weight at baseline and frequently thereafter. Tables 2, 3, and 4 in the full Prescribing Information
show the change in body weight occurring from baseline to endpoint in 6-week schizophrenia,
3-week bipolar mania, and 6-week and 8-week bipolar depression trials, respectively. Table 2 displays
the Change in Body Weight (kg) in 6-Week Schizophrenia Trials. Values shown in parentheses
reflect: Placebo (N=573); VRAYLAR* 1.5 - 3 mg/day (N=512); VRAYLAR* 4.5 - 6 mg/day (N=570);
and VRAYLAR* 9 - 12° mg/day (N=203). The Mean Changes at Endpoint are as follows: (+0.3; +0.8;
+1; +1). The Proportion of Patients with Weight Increase (≥ 7%) are as follows: (5%; 8%; 8%; 17%).
*Data shown by modal daily dose, defined as most frequently administered dose per patient. °The
maximum recommended daily dose is 6 mg. Doses above 6 mg daily do not confer increased
effectiveness sufficient to outweigh dose-related adverse reactions. In long-term, uncontrolled trials
with VRAYLAR in schizophrenia, the mean changes from baseline in weight at 12, 24, and 48 weeks
were 1.2 kg, 1.7 kg, and 2.5 kg, respectively. Table 3 displays the Change in Body Weight (kg) in
3-Week Bipolar Mania Trials. Values shown in parentheses reflect: Placebo (N=439); VRAYLAR*
3 - 6 mg/day (N=259); and VRAYLAR* 9 - 12° mg/day (N=360). The Mean Changes at Endpoint are
as follows: (+0.2; +0.5; +0.6). The Proportion of Patients with Weight Increase (≥ 7%) are as follows:
(2%; 1%; 3%). *Data shown by modal daily dose, defined as most frequently administered dose per
patient. °The maximum recommended daily dose is 6 mg. Doses above 6 mg daily do not confer
increased effectiveness sufficient to outweigh dose-related adverse reactions. Table 4 displays the
Change in Body Weight (kg) in two 6-Week and one 8-Week Bipolar Depression Trials. Values
shown in parentheses reflect: Placebo (N=463); VRAYLAR 1.5 mg/day (N=467); and VRAYLAR
3 mg/day (N=465). The Mean Changes at Endpoint are as follows: (-0.1; +0.7; +0.4). The Proportion
of Patients with Weight Increase (≥ 7%) are as follows: (1%; 3%; 3%). Leukopenia, Neutropenia,
and Agranulocytosis - Leukopenia and neutropenia have been reported during treatment with
antipsychotic agents, including VRAYLAR. Agranulocytosis (including fatal cases) has been reported
with other agents in the class. Possible risk factors for leukopenia and neutropenia include
pre-existing low white blood cell count (WBC) or absolute neutrophil count (ANC) and history of
drug-induced leukopenia or neutropenia. In patients with a pre-existing low WBC or ANC or a history
of drug-induced leukopenia or neutropenia, perform a complete blood count (CBC) frequently during
the first few months of therapy. In such patients, consider discontinuation of VRAYLAR at the first
sign of a clinically significant decline in WBC in the absence of other causative factors. Monitor
patients with clinically significant neutropenia for fever or other symptoms or signs of infection and
treat promptly if such symptoms or signs occur. Discontinue VRAYLAR in patients with absolute
neutrophil count < 1000/mm3 and follow their WBC until recovery. Orthostatic Hypotension and
Syncope - Atypical antipsychotics cause orthostatic hypotension and syncope. Generally, the risk is
greatest during initial dose titration and when increasing the dose. Symptomatic orthostatic
hypotension was infrequent in trials of VRAYLAR and was not more frequent on VRAYLAR than
placebo. Syncope was not observed. Orthostatic vital signs should be monitored in patients who are
vulnerable to hypotension (e.g., elderly patients, patients with dehydration, hypovolemia, and
concomitant treatment with antihypertensive medications), patients with known cardiovascular
disease (history of myocardial infarction, ischemic heart disease, heart failure, or conduction
abnormalities), and patients with cerebrovascular disease. VRAYLAR has not been evaluated in
patients with a recent history of myocardial infarction or unstable cardiovascular disease. Such
patients were excluded from pre-marketing clinical trials. Falls - Antipsychotics, including VRAYLAR,
may cause somnolence, postural hypotension, motor and sensory instability, which may lead to falls
and, consequently, fractures or other injuries. For patients with diseases, conditions, or medications
that could exacerbate these effects, complete fall risk assessments when initiating antipsychotic
treatment and recurrently for patients on long-term antipsychotic therapy. Seizures - Like other
antipsychotic drugs, VRAYLAR may cause seizures. This risk is greatest in patients with a history of
seizures or with conditions that lower the seizure threshold. Conditions that lower the seizure
threshold may be more prevalent in older patients. Potential for Cognitive and Motor Impairment VRAYLAR, like other antipsychotics, has the potential to impair judgment, thinking, or motor skills. In
6-week schizophrenia trials, somnolence (hypersomnia, sedation, and somnolence) was reported in
7% of VRAYLAR-treated patients compared to 6% of placebo-treated patients. In 3-week bipolar
mania trials, somnolence was reported in 8% of VRAYLAR-treated patients compared to 4% of
placebo-treated patients. Patients should be cautioned about operating hazardous machinery,
including motor vehicles, until they are reasonably certain that therapy with VRAYLAR does not affect
them adversely. Body Temperature Dysregulation - Atypical antipsychotics may disrupt the body’s
ability to reduce core body temperature. Strenuous exercise, exposure to extreme heat, dehydration,
and anticholinergic medications may contribute to an elevation in core body temperature; use
VRAYLAR with caution in patients who may experience these conditions. Dysphagia - Esophageal
dysmotility and aspiration have been associated with antipsychotic drug use. Dysphagia has been
reported with VRAYLAR. VRAYLAR and other antipsychotic drugs should be used cautiously in
patients at risk for aspiration.
ADVERSE REACTIONS: The following adverse reactions are discussed in more detail in the Boxed
Warning, and Warnings and Precautions sections: Increased Mortality in Elderly Patients with
Dementia-Related Psychosis; Suicidal Thoughts and Behaviors; Cerebrovascular Adverse Reactions,

Including Stroke, in Elderly Patients with Dementia-Related Psychosis; Neuroleptic Malignant
Syndrome; Tardive Dyskinesia; Late Occurring Adverse Reactions; Metabolic Changes; Leukopenia,
Neutropenia, and Agranulocytosis; Orthostatic Hypotension and Syncope; Falls; Seizures; Potential
for Cognitive and Motor Impairment; Body Temperature Dysregulation; Dysphagia. Clinical Trials
Experience - Because clinical trials are conducted under widely varying conditions, adverse reaction
rates observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials
of another drug and may not reflect the rates observed in practice. The information below is derived
from an integrated clinical study database for VRAYLAR consisting of 4753 adult patients exposed to
one or more doses of VRAYLAR for the treatment of schizophrenia, manic or mixed episodes
associated with bipolar I disorder, and bipolar depression in placebo-controlled studies. This
experience corresponds with a total experience of 940.3 patient-years. A total of 2568 VRAYLARtreated patients had at least 6 weeks and 296 VRAYLAR-treated patients had at least 48 weeks of
exposure. Patients with Schizophrenia - The following findings are based on four placebo-controlled,
6-week schizophrenia trials with VRAYLAR doses ranging from 1.5 to 12 mg once daily. The maximum
recommended dosage is 6 mg daily. Adverse Reactions Associated with Discontinuation of Treatment:
There was no single adverse reaction leading to discontinuation that occurred at a rate of ≥ 2% in
VRAYLAR-treated patients and at least twice the rate of placebo. Common Adverse Reactions (≥ 5%
and at least twice the rate of placebo): extrapyramidal symptoms and akathisia. Adverse Reactions
with an incidence of ≥ 2% and greater than placebo, at any dose are shown in Table 5. Table 5 in the
full Prescribing Information shows Adverse Reactions Occurring in ≥ 2% of VRAYLAR-treated
Patients and > Placebo-treated Adult Patients in 6-Week Schizophrenia Trials. Percentage values
shown in parentheses are shown as: Placebo (N=584), VRAYLAR* 1.5 - 3 mg/day (N=539),
VRAYLAR* 4.5 - 6 mg/day (N=575), and VRAYLAR* 9 - 12° mg/day (N=203). The adverse reactions
by System Organ Class/Preferred Term are as follows: Cardiac Disorders: Tachycardiaa (1, 2, 2, 3);
Gastrointestinal Disorders: Abdominal painb (5, 3, 4, 7); Constipation (5, 6, 7, 10); Diarrheac (3, 1, 4,
5); Dry Mouth (2, 1, 2, 3); Dyspepsia (4, 4, 5, 5); Nausea (5, 5, 7, 8); Toothache (4, 3, 3, 6); Vomiting
(3, 4, 5, 5); General Disorders/Administration Site Conditions: Fatigued (1, 1, 3, 2); Infections and
Infestations: Nasopharyngitis (1, 1, 1, 2); Urinary tract infection (1, 1, <1, 2); Investigations: Blood
creatine phosphokinase increased (1, 1, 2, 3); Hepatic enzyme increasede (<1, 1, 1, 2); Weight
increased (1, 3, 2, 3); Metabolism and Nutrition Disorders: Decreased appetite (2, 1, 3, 2);
Musculoskeletal and Connective Tissue Disorders: Arthralgia (1, 2, 1, 2); Back pain (2, 3, 3, 1); Pain
in extremity (3, 2, 2, 4); Nervous System Disorders: Akathisia (4, 9, 13, 14); Extrapyramidal
Symptomsf (8, 15, 19, 20); Headacheg (13, 9, 11, 18); Somnolenceh (5, 5, 8, 10); Dizziness (2, 3, 5,
5); Psychiatric Disorders: Agitation (4, 3, 5, 3); Insomniai (11, 12, 13, 11); Restlessness (3, 4, 6, 5);
Anxiety (4, 6, 5, 3); Respiratory, Thoracic and Mediastinal Disorders: Cough (2, 1, 2, 4); Skin and
subcutaneous disorders: Rash (1, <1, 1, 2); Vascular Disorders: Hypertensionj (1, 2, 3, 6). Note:
Figures rounded to the nearest integer. *Data shown by modal daily dose, defined as most frequently
administered dose per patient. aTachycardia terms: heart rate increased, sinus tachycardia,
tachycardia. bAbdominal pain terms: abdominal discomfort, abdominal pain, abdominal pain lower,
abdominal pain upper, gastrointestinal pain. cDiarrhea terms: diarrhea, frequent bowel movements.
d
Fatigue terms: asthenia, fatigue. eHepatic enzyme increase terms: alanine aminotransferase
increased, aspartate aminotransferase increased, hepatic enzyme increased. fExtrapyramidal Symptoms
terms: bradykinesia, cogwheel rigidity, drooling, dyskinesia, dystonia, extrapyramidal disorder,
hypokinesia, masked facies, muscle rigidity, muscle tightness, musculoskeletal stiffness, oculogyric
crisis, oromandibular dystonia, parkinsonism, salivary hypersecretion, tardive dyskinesia, torticollis,
tremor, trismus. gHeadache terms: headache, tension headache. hSomnolence terms: hypersomnia,
sedation, somnolence. iInsomnia terms: initial insomnia, insomnia, middle insomnia, terminal insomnia.
j
Hypertension terms: blood pressure diastolic increased, blood pressure increased, blood pressure
systolic increased, hypertension. °The maximum recommended daily dose is 6 mg. Doses above
6 mg daily do not confer increased effectiveness sufficient to outweigh dose-related adverse
reactions. Patients with Bipolar Mania - The following findings are based on three placebo-controlled,
3-week bipolar mania trials with VRAYLAR doses ranging from 3 to 12 mg once daily. The maximum
recommended dosage is 6 mg daily. Adverse Reactions Associated with Discontinuation of Treatment:
The adverse reaction leading to discontinuation that occurred at a rate of ≥ 2% in VRAYLAR-treated
patients and at least twice the rate of placebo was akathisia (2%). Overall, 12% of the patients who
received VRAYLAR discontinued treatment due to an adverse reaction, compared with 7% of placebotreated patients in these trials. Common Adverse Reactions (≥ 5% and at least twice the rate of
placebo): extrapyramidal symptoms, akathisia, dyspepsia, vomiting, somnolence, and restlessness.
Adverse Reactions with an incidence of ≥ 2% and greater than placebo at any dose are shown in
Table 6. Table 6 in the full Prescribing Information shows Adverse Reactions Occurring in ≥ 2% of
VRAYLAR-treated Patients and > Placebo-treated Adult Patients in 3-Week Bipolar Mania Trials.
Percentage values shown in parentheses are shown as: Placebo (N=442), VRAYLAR* 3 - 6 mg/day
(N=263), and VRAYLAR* 9 - 12° mg/day (N=360). The adverse reactions by System Organ Class/
Preferred Term are as follows: Cardiac Disorders: Tachycardiaa (1, 2, 1); Eye Disorders: Vision
blurred (1, 4, 4); Gastrointestinal Disorders: Nausea (7, 13, 11); Constipation (5, 6, 11); Vomiting (4,
10, 8); Dry mouth (2, 3, 2); Dyspepsia (4, 7, 9); Abdominal painb (5, 6, 8); Diarrheac (5, 5, 6);
Toothache (2, 4, 3); General Disorders/Administration Site Conditions: Fatigued (2, 4, 5); Pyrexiae (2,
1, 4); Investigations: Blood creatine phosphokinase increased (2, 2, 3); Hepatic enzymes increasedf
(<1, 1, 3); Weight increased (2, 2, 3); Metabolism and Nutrition Disorders: Decreased appetite (3, 3,
4); Musculoskeletal and Connective Tissue Disorders: Pain in extremity (2, 4, 2); Back pain (1, 1,
3); Nervous System Disorders: Akathisia (5, 20, 21); Extrapyramidal Symptomsg (12, 26, 29);
Headacheh (13, 14, 13); Dizziness (4, 7, 6); Somnolencei (4, 7, 8); Psychiatric Disorders: Insomniaj
(7, 9, 8); Restlessness (2, 7, 7); Respiratory, thoracic and mediastinal disorders: Oropharyngeal
pain (2, 1, 3); Vascular Disorders: Hypertensionk (1, 5, 4). Note: Figures rounded to the nearest
integer. *Data shown by modal daily dose, defined as most frequently administered dose per patient.
a
Tachycardia terms: heart rate increased, sinus tachycardia, tachycardia. bAbdominal pain terms:
abdominal discomfort, abdominal pain, abdominal pain upper, abdominal tenderness. cDiarrhea terms:
diarrhea, frequent bowel movements. dFatigue terms: asthenia, fatigue. ePyrexia terms: body
temperature increased, pyrexia. fHepatic enzymes increased terms: alanine aminotransferase
increased, aspartate aminotransferase increased, hepatic enzyme increased, transaminases
increased. gExtrapyramidal Symptoms terms: bradykinesia, drooling, dyskinesia, dystonia,
extrapyramidal disorder, hypokinesia, muscle rigidity, muscle tightness, musculoskeletal stiffness,
oromandibular dystonia, parkinsonism, salivary hypersecretion, tremor. hHeadache terms: headache,
tension headache. iSomnolence terms: hypersomnia, sedation, somnolence. jInsomnia terms: initial
insomnia, insomnia, middle insomnia. kHypertension terms: blood pressure diastolic increased, blood
pressure increased, hypertension. °The maximum recommended daily dose is 6 mg. Doses above 6 mg
daily do not confer increased effectiveness sufficient to outweigh dose-related adverse reactions. Patients
with Bipolar Depression -The following findings are based on three placebo-controlled, two 6-week
and one 8-week bipolar depression trials with VRAYLAR doses of 1.5 mg, and 3 mg once daily.
Adverse Reactions Associated with Discontinuation of Treatment: There were no adverse reaction
leading to discontinuation that occurred at a rate of ≥ 2% in VRAYLAR-treated patients and at least
twice the rate of placebo. Overall, 6% of the patients who received VRAYLAR discontinued treatment
due to an adverse reaction, compared with 5% of placebo-treated patients in these trials. Common
Adverse Reactions (≥ 5% and at least twice the rate of placebo): nausea, akathisia, restlessness, and
extrapyramidal symptoms. Adverse Reactions with an incidence of ≥ 2% and greater than placebo at
1.5 mg or 3 mg doses are shown in Table 7. Table 7 in the full Prescribing Information shows

Adverse Reactions Occurring in ≥ 2% of VRAYLAR-treated Patients and > Placebo-treated Adult
Patients in two 6-week trials and one 8-week trial. Percentage values shown in parentheses are
shown as: Placebo (N=468), VRAYLAR 1.5 mg/day (N=470), and VRAYLAR 3 mg/day (N=469). The
adverse reactions are as follows: Restlessness (3, 2, 7); Akathisia (2, 6, 10); Extrapyramidal
symptomsa (2, 4, 6); Dizziness (2, 4, 3); Somnolenceb (4, 7, 6); Nausea (3, 7, 7); Increased appetite
(1, 3, 3); Weight increase (<1, 2, 2); Fatiguec (2, 4, 3); Insomniad (7, 7, 10). aExtrapyramidal symptoms
terms: akinesia, drooling, dyskinesia, dystonia, extrapyramidal disorder, hypokinesia, muscle
tightness, musculoskeletal stiffness, myoclonus, oculogyric crisis, salivary hypersecretion, tardive
dyskinesia, tremor. bSomnolence terms: hypersomnia, sedation, somnolence. cFatigue terms:
asthenia, fatigue, malaise. dInsomnia terms: initial insomnia, insomnia, insomnia related to another
mental condition, middle insomnia, sleep disorder terminal insomnia. Dystonia - Symptoms of dystonia,
prolonged abnormal contractions of muscle groups, may occur in susceptible individuals during the
first few days of treatment. Dystonic symptoms include: spasm of the neck muscles, sometimes
progressing to tightness of the throat, swallowing difficulty, difficulty breathing, and/or protrusion of
the tongue. Although these symptoms can occur at low doses, they occur more frequently and with
greater severity with high potency and higher doses of first-generation antipsychotic drugs. An
elevated risk of acute dystonia is observed in males and younger age groups. Extrapyramidal
Symptoms (EPS) and Akathisia - In schizophrenia, bipolar mania, and bipolar depression trials, data
were objectively collected using the Simpson Angus Scale (SAS) for treatment-emergent EPS
(parkinsonism) (SAS total score ≤ 3 at baseline and > 3 post-baseline) and the Barnes Akathisia
Rating Scale (BARS) for treatment-emergent akathisia (BARS total score ≤ 2 at baseline and > 2
post-baseline). In 6-week schizophrenia trials, the incidence of reported events related to
extrapyramidal symptoms (EPS), excluding akathisia and restlessness was 17% for VRAYLARtreated patients versus 8% for placebo-treated patients. These events led to discontinuation in 0.3%
of VRAYLAR-treated patients versus 0.2% of placebo-treated patients. The incidence of akathisia was
11% for VRAYLAR-treated patients versus 4% for placebo-treated patients. These events led to
discontinuation in 0.5% of VRAYLAR-treated patients versus 0.2% of placebo-treated patients. The
incidence of EPS is shown in Table 8. Table 8 in the full Prescribing Information shows the Incidence
of EPS Compared to Placebo in 6-Week Schizophrenia Studies. Percentage values shown in
parentheses are shown as: Placebo (N=584), VRAYLAR* 1.5 - 3 mg/day (N=539), VRAYLAR*
4.5 - 6 mg/day (N=575), and VRAYLAR* 9 - 12° mg/day (N=203). The incidence of EPS by adverse
event are as follows: All EPS Events: (14, 24, 32, 33); All EPS Events, excluding Akathisia/
Restlessness: (8, 15, 19, 20); Akathisia (4, 9, 13, 14); Dystonia** (<1, 2, 2, 2); Parkinsonism§ (7, 13,
16, 18); Restlessness (3, 4, 6, 5); Musculoskeletal stiffness (1, 1, 3, 1). Note: Figures rounded to the
nearest integer. *Data shown by modal daily dose, defined as most frequently administered dose per
patient. **Dystonia includes adverse event terms: dystonia, oculogyric crisis, oromandibular
dystonia, trismus, torticollis. §Parkinsonism includes adverse event terms: bradykinesia, cogwheel
rigidity, drooling, dyskinesia, extrapyramidal disorder, hypokinesia, masked facies, muscle rigidity,
muscle tightness, parkinsonism, tremor, salivary hypersecretion. °The maximum recommended daily
dose is 6 mg. Doses above 6 mg daily do not confer increased effectiveness sufficient to outweigh
dose-related adverse reactions. In 3-week bipolar mania trials, the incidence of reported events
related to extrapyramidal symptoms (EPS), excluding akathisia and restlessness, was 28% for
VRAYLAR-treated patients versus 12% for placebo-treated patients. These events led to a
discontinuation in 1% of VRAYLAR-treated patients versus 0.2% of placebo-treated patients. The
incidence of akathisia was 20% for VRAYLAR-treated patients versus 5% for placebo-treated patients.
These events led to discontinuation in 2% of VRAYLAR-treated patients versus 0% of placebo-treated
patients. The incidence of EPS is provided in Table 9. Table 9 in the full Prescribing Information
shows the Incidence of EPS Compared to Placebo in 3-Week Bipolar Mania Trials. Percentage
values shown in parentheses are shown as: Placebo (N=442), VRAYLAR* 3 - 6 mg/day (N=263), and
VRAYLAR* 9 - 12° mg/day (N=360). The incidence of EPS by adverse event are as follows: All EPS
Events: (18, 41, 45); All EPS Events, excluding Akathisia/Restlessness: (12, 26, 29); Akathisia
(5, 20, 21); Dystonia** (1, 5, 3); Parkinsonism§ (10, 21, 26); Restlessness (2, 7, 7); Musculoskeletal
stiffness (1, 2, 2). Note: Figures rounded to the nearest integer. *Data shown by modal daily dose,
defined as most frequently administered dose per patient. **Dystonia includes adverse event terms:
dystonia, oromandibular dystonia. §Parkinsonism includes adverse event terms: bradykinesia,
drooling, dyskinesia, extrapyramidal disorder, hypokinesia, muscle rigidity, muscle tightness,
parkinsonism, salivary hypersecretion, tremor. °The maximum recommended daily dose is 6 mg.
Doses above 6 mg daily do not confer increased effectiveness sufficient to outweigh dose-related
adverse reactions. In the two 6-week and one 8-week bipolar depression trials, the incidence of
reported events related to EPS, excluding akathisia and restlessness was 4% for VRAYLAR-treated
patients versus 2% for placebo-treated patients. These events led to discontinuation in 0.4% of
VRAYLAR-treated patients versus 0% of placebo-treated patients. The incidence of akathisia was 8% for
VRAYLAR-treated patients versus 2% for placebo-treated patients. These events led to discontinuation
in 1.5% of VRAYLAR-treated patients versus 0% of placebo-treated patients. The incidence of EPS is
shown in Table 10. Table 10 in the full Prescribing Information shows the Incidence of EPS Compared
to Placebo in two 6-Week and one 8-Week Bipolar Depression Trials. Percentage values shown in
parentheses are shown as: Placebo (N=468), VRAYLAR 1.5 mg/day (N=470), and VRAYLAR 3 mg/day
(N=469). The incidence of EPS by adverse event are as follows: All EPS Events: (7, 10, 19); All EPS
Events, excluding Akathisia/Restlessness: (2, 4, 6); Akathisia (2, 6, 10); Dystonia* (<1, <1, <1);
Parkinsonism§ (2, 3, 4); Restlessness (3, 2, 7); Musculoskeletal stiffness (<1, <1, 1); Tardive
Dyskinesia (0, 0, <1). Note: Figures rounded to the nearest integer. *Dystonia includes adverse event
terms: dystonia, myoclonus, oculogyric crisis. §Parkinsonism includes adverse event terms:
akinesia, drooling, dyskinesia, extrapyramidal disorder, hypokinesia, muscle tightness, salivary
hypersecretion, tremor. Cataracts - In the long-term uncontrolled schizophrenia (48-week) and bipolar
mania (16-week) trials, the incidence of cataracts was 0.1% and 0.2%, respectively. The development
of cataracts was observed in nonclinical studies [see Nonclinical Toxicology in the full Prescribing
Information]. The possibility of lenticular changes or cataracts cannot be excluded at this time. Vital
Signs Changes - There were no clinically meaningful differences between VRAYLAR-treated patients
and placebo-treated patients in mean change from baseline to endpoint in supine blood pressure
parameters except for an increase in supine diastolic blood pressure in the 9 - 12 mg/day VRAYLARtreated patients with schizophrenia. Pooled data from 6-week schizophrenia trials are shown in
Table 11 and from 3-week bipolar mania trials are shown in Table 12. Table 11 in the full Prescribing
Information shows the Mean Change in Blood Pressure at Endpoint in 6-Week Schizophrenia
Trials. Values shown in parentheses are shown as: Placebo (N=574), VRAYLAR* 1.5 - 3 mg/day
(N=512), VRAYLAR* 4.5 - 6 mg/day (N=570), and VRAYLAR* 9 - 12 mg/day° (N=203). The mean
changes at endpoint are as follows: Supine Systolic Blood Pressure (mmHg): (+0.9, +0.6, +1.3, +2.1);
Supine Diastolic Blood Pressure (mmHg): (+0.4, +0.2, +1.6, +3.4). *Data shown by modal daily dose,
defined as most frequently administered dose per patient. °The maximum recommended daily dose
is 6 mg. Doses above 6 mg daily do not confer increased effectiveness sufficient to outweigh doserelated adverse reactions. Table 12 in the full Prescribing Information shows the Mean Change in
Blood Pressure at Endpoint in 3-Week Bipolar Mania Trials. Values shown in parentheses are
shown as: Placebo (N=439), VRAYLAR* 3 - 6 mg/day (N=259), and VRAYLAR* 9 - 12 mg/day°
(N=360). The mean changes at endpoint are as follows: Supine Systolic Blood Pressure (mmHg):
(-0.5, +0.8, +1.8); Supine Diastolic Blood Pressure (mmHg): (+0.9, +1.5, +1.9). *Data shown by
modal daily dose, defined as most frequently administered dose per patient. °The maximum
recommended daily dose is 6 mg. Doses above 6 mg daily do not confer increased effectiveness

sufficient to outweigh dose-related adverse reactions. In the two 6-week and one 8-week bipolar
depression trials, there were no clinically meaningful differences between VRAYLAR-treated patients
and placebo-treated patients in mean change from baseline to endpoint in supine systolic and
diastolic blood pressure. Table 13 in the full Prescribing Information shows the Mean Change in
Blood Pressure at Endpoint in two 6-Week and one 8-Week Bipolar Depression Trials. Values
shown in parentheses are shown as: Placebo (N=468), VRAYLAR 1.5 mg/day (N=572), and VRAYLAR
3 mg/day (N=426). The mean changes at endpoint are as follows: Supine Systolic Blood Pressure
(mmHg): (-0.2, 0.2, -0.1); Supine Diastolic Blood Pressure (mmHg): (0.2, 0.1, -0.3). Changes in
Laboratory Tests - The proportions of patients with transaminase elevations of ≥3 times the upper
limits of the normal reference range in 6-week schizophrenia trials ranged between 1% and 2% for
VRAYLAR-treated patients, increasing with dose, and was 1% for placebo-treated patients. The
proportions of patients with transaminase elevations of ≥3 times the upper limits of the normal
reference range in 3-week bipolar mania trials ranged between 2% and 4% for VRAYLAR-treated
patients depending on dose group administered and 2% for placebo-treated patients. The proportions
of patients with transaminase elevations of ≥3 times the upper limits of the normal reference range in
6-week and 8-week bipolar depression trials ranged between 0% and 0.5% for VRAYLAR-treated
patients depending on dose group administered and 0.4% for placebo-treated patients. The
proportions of patients with elevations of creatine phosphokinase (CPK) greater than 1000 U/L in
6-week schizophrenia trials ranged between 4% and 6% for VRAYLAR-treated patients, increasing
with dose, and was 4% for placebo-treated patients. The proportions of patients with elevations of
CPK greater than 1000 U/L in 3-week bipolar mania trials was about 4% in VRAYLAR and placebotreated patients. The proportions of patients with elevations of CPK greater than 1000 U/L in 6-week
and 8-week bipolar depression trials ranged between 0.2% and 1% for VRAYLAR-treated
patients versus 0.2% for placebo-treated patients. Other Adverse Reactions Observed During the
Pre-marketing Evaluation of VRAYLAR - Adverse reactions listed below were reported by patients
treated with VRAYLAR at doses of ≥ 1.5 mg once daily within the premarketing database of
3988 VRAYLAR-treated patients. The reactions listed are those that could be of clinical importance,
as well as reactions that are plausibly drug-related on pharmacologic or other grounds. Reactions
that appear elsewhere in the VRAYLAR label are not included. Reactions are further categorized by
organ class and listed in order of decreasing frequency, according to the following definition: those
occurring in at least 1/100 patients (frequent) [only those not already listed in the tabulated results
from placebo-controlled studies appear in this listing]; those occurring in 1/100 to 1/1000 patients
(infrequent); and those occurring in fewer than 1/1000 patients (rare). Gastrointestinal Disorders:
Infrequent: gastroesophageal reflux disease, gastritis; Hepatobiliary Disorders: Rare: hepatitis;
Metabolism and Nutrition Disorders: Frequent: decreased appetite; Infrequent: hyponatremia;
Musculoskeletal and Connective Tissue Disorders: Rare: rhabdomyolysis; Nervous System Disorders:
Rare: ischemic stroke; Psychiatric Disorders: Infrequent: suicide attempts, suicide ideation; Rare:
completed suicide; Renal and Urinary Disorders: Infrequent: pollakiuria; Skin and Subcutaneous
Tissue Disorders: Infrequent: hyperhidrosis. Postmarketing Experience - The following adverse
reaction has been identified during post approval use of VRAYLAR. Because these reactions are
reported voluntarily from a population of uncertain size, it is not always possible to estimate their
frequency or establish a causal relationship to drug exposure. Skin and Subcutaneous Tissue
Disorders – Stevens-Johnson syndrome.
DRUG INTERACTIONS: Drugs Having Clinically Important Interactions with VRAYLAR. Table 14 in
the full Prescribing Information lists the Clinically Important Drug Interactions with VRAYLAR. Strong
CYP3A4 Inhibitors: Clinical Impact: Concomitant use of VRAYLAR with a strong CYP3A4 inhibitor
increases the exposures of cariprazine and its major active metabolite, didesmethylcariprazine
(DDCAR), compared to use of VRAYLAR alone [see Clinical Pharmacology in the full Prescribing
Information]. Intervention: If VRAYLAR is used with a strong CYP3A4 inhibitor, reduce VRAYLAR
dosage [see Dosage and Administration in the full Prescribing Information]. Examples: itraconazole,
ketoconazole. CYP3A4 Inducers: Clinical Impact: CYP3A4 is responsible for the formation and
elimination of the active metabolites of cariprazine. The effect of CYP3A4 inducers on the exposure
of VRAYLAR has not been evaluated, and the net effect is unclear [see Clinical Pharmacology in the
full Prescribing Information]. Intervention: Concomitant use of VRAYLAR with a CYP3A4 inducer is
not recommended [see Dosage and Administration in the full Prescribing Information]. Examples:
rifampin, carbamazepine.
USE IN SPECIFIC POPULATIONS: Pregnancy - Pregnancy Exposure Registry - There is a
pregnancy exposure registry that monitors pregnancy outcomes in women exposed to VRAYLAR
during pregnancy. For more information, contact the National Pregnancy Registry for Atypical
Antipsychotics at 1-866-961-2388 or visit http://womensmentalhealth.org/clinical-and-researchprograms/pregnancyregistry/. Risk Summary - Neonates exposed to antipsychotic drugs during
the third trimester of pregnancy are at risk for extrapyramidal and/or withdrawal symptoms
following delivery (see Clinical Considerations).There are no available data on VRAYLAR use in
pregnant women to inform any drug-associated risks for birth defects or miscarriage. The major
active metabolite of cariprazine, DDCAR, has been detected in adult patients up to 12 weeks after
discontinuation of VRAYLAR [see Clinical Pharmacology in the full Prescribing Information]. Based
on animal data, VRAYLAR may cause fetal harm. Administration of cariprazine to rats during the
period of organogenesis caused malformations, lower pup survival, and developmental delays at
drug exposures less than the human exposure at the maximum recommended human dose (MRHD)
of 6 mg/day. However, cariprazine was not teratogenic in rabbits at doses up to 4.6 times the MRHD
of 6 mg/day [see Data]. The estimated background risk of major birth defects and miscarriage for
the indicated populations is unknown. In the U.S. general population, the estimated background risk
of major birth defects and miscarriage in clinically recognized pregnancies is 2-4% and 15-20%,
respectively. Advise pregnant women of the potential risk to a fetus. Clinical Considerations Fetal/Neonatal Adverse Reactions - Extrapyramidal and/or withdrawal symptoms, including agitation,
hypertonia, hypotonia, tremor, somnolence, respiratory distress and feeding disorder have been
reported in neonates whose mothers were exposed to antipsychotic drugs during the third trimester
of pregnancy. These symptoms have varied in severity. Some neonates recovered within hours or
days without specific treatment; others required prolonged hospitalization. Monitor neonates for
extrapyramidal and/or withdrawal symptoms and manage symptoms appropriately. Data - Animal
Data - Administration of cariprazine to pregnant rats during the period of organogenesis at oral doses
of 0.5, 2.5, and 7.5 mg/kg/day which are 0.2 to 3.5 times the maximum recommended human dose
(MRHD) of 6 mg/day based on AUC of total cariprazine (i.e. sum of cariprazine, DCAR, and DDCAR)
caused fetal developmental toxicity at all doses which included reduced body weight, decreased male
anogenital distance and skeletal malformations of bent limb bones, scapula and humerus. These
effects occurred in the absence or presence of maternal toxicity. Maternal toxicity, observed as a
reduction in body weight and food consumption, occurred at doses 1.2 and 3.5-times the MRHD
of 6 mg/day based on AUC of total cariprazine. At these doses, cariprazine caused fetal external
malformations (localized fetal thoracic edema), visceral variations (undeveloped/underdeveloped
renal papillae and/or distended urethrae), and skeletal developmental variations (bent ribs, unossified
sternebrae). Cariprazine had no effect on fetal survival. Administration of cariprazine to pregnant rats
during pregnancy and lactation at oral doses of 0.1, 0.3, and 1 mg/kg/day which are 0.03 to 0.4 times
the MRHD of 6 mg/day based on AUC of total cariprazine caused a decrease in postnatal survival, birth
weight, and post-weaning body weight of first generation pups at the dose that is 0.4 times the MRHD
of 6 mg/day based on AUC of total cariprazine in absence of maternal toxicity. First generation pups

also had pale, cold bodies and developmental delays (renal papillae not developed or underdeveloped
and decreased auditory startle response in males). Reproductive performance of the first generation
pups was unaffected; however, the second generation pups had clinical signs and lower body weight
similar to those of the first generation pups. Administration of cariprazine to pregnant rabbits during
the period of organogenesis at oral doses of 0.1, 1, and 5 mg/kg/day, which are 0.02 to 4.6 times
the MRHD of 6 mg/day based on AUC of total cariprazine was not teratogenic. Maternal body weight
and food consumption were decreased at 4.6 times the MRHD of 6 mg/day based on AUC of total
cariprazine; however, no adverse effects were observed on pregnancy parameters or reproductive
organs. Lactation - Risk Summary - Lactation studies have not been conducted to assess the presence
of cariprazine in human milk, the effects on the breastfed infant, or the effects on milk production.
Cariprazine is present in rat milk. The development and health benefits of breastfeeding should be
considered along with the mother’s clinical need for VRAYLAR and any potential adverse effects on
the breastfed infant from VRAYLAR or from the underlying maternal condition. Pediatric Use - Safety
and effectiveness in pediatric patients have not been established. Pediatric studies of VRAYLAR
have not been conducted. Antidepressants increased the risk of suicidal thoughts and behaviors in
pediatric patients [see Boxed Warning, Warnings and Precautions in the full Prescribing Information].
Geriatric Use - Clinical trials of VRAYLAR in the treatment of schizophrenia and bipolar mania did not
include sufficient numbers of patients aged 65 and older to determine whether or not they respond
differently from younger patients. In general, dose selection for an elderly patient should be cautious,
usually starting at the low end of the dosing range, reflecting the greater frequency of decreased
hepatic, renal, or cardiac function, and of concomitant disease or other drug therapy. Elderly patients
with dementia-related psychosis treated with VRAYLAR are at an increased risk of death compared
to placebo. VRAYLAR is not approved for the treatment of patients with dementia-related psychosis
[see Boxed Warning and Warnings and Precautions]. Hepatic Impairment - No dosage adjustment
for VRAYLAR is required in patients with mild to moderate hepatic impairment (Child-Pugh score
between 5 and 9) [see Clinical Pharmacology in the full Prescribing Information]. Usage of VRAYLAR
is not recommended in patients with severe hepatic impairment (Child-Pugh score between 10 and
15). VRAYLAR has not been evaluated in this patient population. Renal Impairment - No dosage
adjustment for VRAYLAR is required in patients with mild to moderate (CrCL ≥ 30 mL/minute)
renal impairment [see Clinical Pharmacology in the full Prescribing Information]. Usage of VRAYLAR
is not recommended in patients with severe renal impairment (CrCL < 30 mL/minute). VRAYLAR has
not been evaluated in this patient population. Smoking - No dosage adjustment for VRAYLAR is needed
for patients who smoke. VRAYLAR is not a substrate for CYP1A2, smoking is not expected to have
an effect on the pharmacokinetics of VRAYLAR. Other Specific Populations - No dosage adjustment
is required based on patient’s age, sex, or race. These factors do not affect the pharmacokinetics of
VRAYLAR [see Clinical Pharmacology in the full Prescribing Information].
DRUG ABUSE AND DEPENDENCE: Controlled Substance - VRAYLAR is not a controlled substance.
Abuse - VRAYLAR has not been systematically studied in animals or humans for its abuse potential or
its ability to induce tolerance. Dependence - VRAYLAR has not been systematically studied in animals
or humans for its potential for physical dependence.
OVERDOSAGE: Human Experience - In pre-marketing clinical trials involving VRAYLAR in
approximately 5000 patients or healthy subjects, accidental acute overdosage (48 mg/day) was
reported in one patient. This patient experienced orthostasis and sedation. The patient fully recovered
the same day. Management of Overdosage - No specific antidotes for VRAYLAR are known. In
managing overdose, provide supportive care, including close medical supervision and monitoring,
and consider the possibility of multiple drug involvement. In case of an overdose, consult a Certified
Poison Control Center (1-800-222-1222) for up-to-date guidance and advice.
Licensed from Gedeon Richter Plc.
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Narcolepsy

Making the Right Diagnosis

I

» Leah Kuntz

n this installment of the Around the Practice custom video program, Heidi Moawad, MD;
Ruth Benca, MD, PhD; and Phyllis C. Zee, MD, PhD, reviewed the diagnosis and management of
narcolepsy, joined by moderator Tom Scammell, MD. Leveraging 2 hypothetical patient cases,
the panelists walked through potential approaches to treatment.

Narcolepsy is either misdiagnosed or underdiagnosed about 60%
of the time, with initial diagnosis lagging anywhere from 3 to 8
years, said Zee, director of the Center for Circadian and Sleep Medicine and chief of the Division of Sleep Medicine, Department of
Neurology, at Northwestern University Feinberg School of Medicine. She added that depression is often comorbid with narcolepsy
and symptoms can blur, making a diagnosis challenging.
“A significant subset of patients with depression will complain of
excessive daytime sleepiness. Some of them are actually excessively sleepy and some of them are just really fatigued and do not
show objective evidence of excessive sleepiness, but they will report
that they are sleepy,” said Benca, professor and chair of the Department of Psychiatry and Behavioral Medicine at Wake Forest University School of Medicine. “The other issue is that, like narcolepsy,
mood disorders are sometimes characterized by early entrance into
REM sleep. You can sometimes see shorter REM latency in patients
with mood disorders.”
The panelists discussed tools to help assess and properly diagnose
sleep issues. The self-administered Epworth Sleepiness Scale includes 8 questions in which patients are asked to rate how often they
doze or fall asleep while engaging in certain activities. Similarly, the
Swiss Narcolepsy Scale aims to identify certain behavioral symptoms associated with narcolepsy with cataplexy. Both scales, however, are subjective in nature, so the panelists agreed it is important
to probe further.

Nonpharmacological Options
As part of her intake, Zee looks at lifestyle and behavioral issues
that may impact sleep, like diet, exercise, and substance use. She often reviews a sleep and diet diary, suggesting to patients that smaller
meals can be helpful. Light therapy and even cognitive behavioral
therapy can be helpful for these patients, she added. Benca agreed,

To watch this and other Around the Practice progams
visit psychiatrictimes.com/around-the-practice
noting that for some patients, avoiding carbohydrates but having
other kinds of healthy snacks can be useful. She tells patients to get
up and move around when they feel sleepy, too. Scammell reiterated
that it is very important to educate patients about nonpharmacological factors that can prove beneficial and that can lead to a healthier
life in general.

Exploring Psychopharmacology
As a general rule, Moawad said she often turns to traditional
agents that she finds to be effective treatment options, including
modafinil and armodafinil, amphetamines, and sodium oxybate.
“They’ve been around for a long time,” she explained. “When patients use them as directed, they’ll notice improvement.” However,
the panelists also discussed some of these agents’ associated adverse events. First, there may be risk of abuse with these medications. Benca pointed to the psychiatric adverse effects associated
with sodium oxybate, and noted it can result in psychosis, triggering of bipolar episodes, and worsening depression. Similarly, there
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may be risk of abuse for these medications. Finally, there are cardiovascular concerns. Scammel noted research has shown an increased risk in these patients to begin with, so adding something
like amphetamines may increase the concern. In recent years, the
US Food and Drug Administration has approved novel agents like
pitolisant, solriamfetol, and lower-sodium oxybate, which the
panel agreed may offer similar efficacy with less risk of abuse and
fewer cardiovascular effects.

CASE VIGNETTE 1
A male college student, aged 19 years, presents for evaluation with
excessive daytime sleepiness. He has been seeing his primary care provider for the last 3 years for this condition, and he was diagnosed with
depression when aged around 16 years. He was prescribed 20 mg of
fluoxetine daily in the morning, but now he takes it every other day because he feels his depression is much improved. On some days he feels
moderately depressed, but he is mainly worried about failing his classes,
as he has been put on academic probation. He has been self-medicating
for the last 3 months with caffeine, energy drinks, and over-the-counter
products in hopes of improving his sleepiness, but he does not find them
effective. He has no history of trauma or head injury, but he does have a
prior history of marijuana and cocaine abuse, although he has not been
using either for the last couple of months. He smokes 1 pack of cigarettes a day. He blames his academic struggles on his inability to stay
awake and properly study.

Moawad, a clinical assistant professor in the Division of Medical
Education at Case Western Reserve University School of Medicine,
noted that this patient’s history is typical in many ways because he
is attempting to explain his symptoms with things that are going on
in his life, like failing classes. To her, the persistence of the symptoms was a red flag. “[The sleepiness] should not be so prolonged in
this case,” Moawad noted. “We are talking about a 19-year-old, and
he has been dealing with this since he was 16. It is definitely something to look at more deeply.”
An overnight polysomnogram or multiple sleep latency test
might open up the discussion about sleepiness with the patient, the
panel suggested. Sleep history—particularly in the patient’s age
group—is important, stressed the panel. Having the patient consider
sleepiness as a separate entity from mood might help him better
track his symptoms.
“Working with psychiatrists to help manage the comorbid psychiatric illnesses and providing emotional support to these patients
may be useful,” said Benca.

CASE VIGNETTE 2
A 27-year-old woman who was previously diagnosed with depression
and daytime sleepiness presents to her psychiatrist because she is having episodes of whole-body weakness, which resulted in a fall. She has
been treated with paroxetine since she was aged about 24 years, and
she has also been taking amphetamines/dextroamphetamine (extended-release Dexedrine Spansule, 30 mg/day) for about 2 years for her
sleepiness. In the last couple of months, she says her moods improved
and the paroxetine was stopped 3 weeks prior. Since then, she has had
3 episodes of weakness, each lasting about 30 to 60 seconds. With the
first episodes, her head fell forward and her speech was slurred. When
the third episode occurred, she was joking with a friend and became so
weak that she had to slump into a chair and could not stand for a minute.
She found these incidents extremely bizarre and frightening.
The patient, who is married and has several children, is unhappy with
the amphetamine/dextroamphetamine, because she thinks it is causing
decreased appetite/weight loss, headache, increased heart rate, and irritability. She is currently on alprazolam (Xanax) and buspirone (Buspar) for
her depression. She does not take illicit drugs or drink alcohol.

“This sounds awfully suspicious for narcolepsy with cataplexy.
Not only do the episodes sound like cataplexy, but also that spells
were exacerbated with the discontinuation of the drugs,” noted
Benca. “On the other hand, I have had psychiatric patients come in
and complain to me of weakness or falling episodes that are not cataplexy.” She added that it is important to be cautious in understanding the triggers, especially in patients with psychiatric disorders, to
make sure they really fit classic cataplectic diagnosis.
“This case in particular really highlights the idea that the disease
can change, that the symptoms can change. It is always important to
reassess the symptoms,” added Moawad.
Zee recommended switching to another selective serotonin reuptake inhibitor that could address both the cataplexy and the anxiety
and depression symptoms. Benca added that specifically, another potential option was sertraline, if looking to minimize adverse effects.
Additionally, the panel agreed that the patient should be tapered off of
amphetamine, while her symptoms were monitored.

Concluding Thoughts
Comorbid psychiatric issues are quite common in individuals with
narcolepsy, the panel concluded.“A lot of our patients complain
about sleepiness and tiredness. Some of them are going to have narcolepsy—very few, but it is kind of like finding the needle in the
haystack,” Benca said. “It is so critical to make the right diagnosis.”

Dr Moawad is a clinical assistant professor of neurology in the Division of Medical Education at Case Western Reserve University School of
Medicine in Cleveland. Dr Benca is professor and chair of the Department of Psychiatry and Behavioral Medicine at Wake Forest University
School of Medicine in Winston-Salem, North Carolina. Dr Zee is the Benjamin and Virginia T. Boshes Professor of Neurology, director of the
Center for Circadian and Sleep Medicine, and chief of the Division of Sleep Medicine at the Northwestern University Feinberg School of Medicine
in Chicago. Faculty disclosures are available online. ❒
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Alleviating Opioid Use Disorder
With Cognitive Behavior Therapy
and Medication-Assisted Treatment
» Allen R. Miller, PhD, MBA

O

piate usage and resulting overdoses continue to
grow.1,2 Although, medications can help curb cravings
and prevent the misuse of narcotics,3 treatment adherence is limited by the incentives for diversion and the lack of
motivation to change.4,5 Individuals’ inaccurate and unhelpful thoughts about themselves and about substances often
interfere with positive change.6 Research shows that cognitive behavior therapy (CBT) is helpful when used together
with medication-assisted treatment (MAT).7-9
One of the problems individuals experience when misusing substances is the powerful immediate reinforcement they
receive from taking the substance. Indeed, a primary reason
individuals use substances is the immediate reinforcement
that, in the moment, is much more compelling than the longterm negative consequences of continued use. By the time
most individuals voluntarily talk to an addiction specialist,
they have likely experienced negative consequences, including diminished pleasure, negative adverse effects, and negative social consequences.
Individuals who come to treatment are often conflicted. On
one hand, they have experienced negative consequences; on
the other hand, they are unable to imagine that their lives
could be different or better. In CBT, we work with individuals to help them change the trajectory of their lives by placing a renewed focus on the things they value. We help them
imagine how their own lives could improve if they were to
pursue aspirations that are aligned with their personal values.
When individuals place a renewed focus on their values and
personal aspirations, they can connect the short-term and
long-term consequences of their actions. Individuals find
motivation to change their old habits and participate in
healthier activities.
With a newfound desire to make changes in their lives, individuals must make what are often difficult decisions. In
CBT, we support individuals in making decisions by doing a
cost-benefit analysis. The cost/benefit analysis helps elucidate
the relative positive and negative elements of engaging and not
engaging in a particular action. By conducting a cost-benefit
analysis, individuals gain clarity about the things they value.
Accordingly, individuals may make decisions about people
with whom it is in their interests to associate, which places to
frequent to further their goals, and what things they can do to
help them move in a positive direction.
In the throes of addiction, individuals often lose their ability to manage their schedules. In CBT, we help individuals
develop schedules with a focus on 2 types of activities. One
type of activity increases their level of mastery of things they
either need to do or want to do. These activities could include
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Key Techniques in CBT for Substance Use

everything from basic hygiene to developing expertise in a
profession. The second type of activity increases a person’s
experience of pleasure, without engaging in substance use.
Individuals who suffer from addiction have often lost their
ability to experience pleasure when not using drugs. A CBT
therapist will help individuals select activities that match
their interests and include them on a master schedule designed to include all the different activities they need to do.
Dr Miller
Having scheduled activities allows less time for the indiis an experienced
vidual to seek out and use substances. The feelings of masclinician, trainer, and
tery and pleasure serve as positive reinforcement for engagadministrator who
ing in the various activities.
provides oversight to
When individuals are caught up in the dynamics of addicthe training and
tion,
they often develop negative beliefs about themselves and
clinical services at
their
abilities. This can lead them to have negative expectaBeck Institute as the
tions
that become self-fulfilling prophesies when situations
CBT program director.
play
out
as they predicted. After a person engages in activities
For more than 25
that
increase
their level of competence and pleasure, they
years, he held
gather
evidence
that contradicts their formerly held beliefs
leadership positions in
about
themselves
and about substances. The newly acquired
a large integrated
evidence starts a cycle of reinforcement based upon positive
health system,
assessment, statements, and feelings about themselves.
including roles as
Repeatedly engaging in activities that give them a sense of
director of behavioral
competence and/or pleasure, combined with positive experihealth at WellSpan
ences, lays the foundation for creating new beliefs about their
Behavioral Health, as
capabilities and capacity for positive feelings.
chair of psychology for
The continuous use of substances over an extended period
a 580-bed acute care
can
cause a person to become numb to life’s events. Once an
hospital, and as chief
individual gives up using substances, the renewed experience
psychologist for an
of having feelings can be unnerving. Managing emotions can
APA-approved
become an important target for therapy. Developing a routine
internship in clinical
sleep schedule, engaging in healthier eating, and moderating
psychology that he
physical elements of emotions may all help an individual learn
founded. As a
to better control their feelings. Relaxation techniques, mindclinician, Dr Miller has
fulness exercises, or other activities such as yoga, prayer, and
used CBT to help
meditation can be very effective ways of helping individuals
individuals of all ages
tolerate and manage their experience of feeling emotions that
with a myriad of
they have not felt for a long time. These techniques can be
presenting problems
used with individuals from all walks of life and with varying
coming from forensic,
histories related to substance misuse.
community,
educational, and
An Illustrative Case Example
medical settings. He
“Maria” was a 22-year-old college student when she was rehas conducted
ferred for treatment following her arrest for drug possession
workshops, written
and distribution. Maria had excelled academically and in mulprofessional articles,
tiple sports during high school. She went to college on a softand published several
ball scholarship and planned to become a physical therapist.
resource books for lay
Following her freshman year, Maria tore her rotator cuff. Inireaders about
tially, she thought it was a minor injury and continued to play
personality,
and work out. The tear got worse and, despite surgery, ended
depression, anxiety,
her ability to play softball at the college level. The injury was
and stress.
devastating to Maria because not only could she no longer
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play sports, but she lost her scholarship, had continuous pain and disrupted sleep, and became
depressed as a result. She struggled to keep up
with her studies. Her greatest relief from the physical pain and emotional upset was the oxycodone
she was given following surgery. Her depression
made it difficult for her to fully engage in treatment, and although her doctor recommended ibuprofen and alternative treatments, she continued to
request the medication. After several months, her
doctors discontinued the opiate medication.
Maria, in the meantime, had connected with
others who were able to provide street drugs to fill
her increasingly greater need for relief. When she
was cut off by her doctors, she turned immediately
to her friends. Eventually, she expanded her network of people from whom she could acquire and
with whom she would share drugs. This eventually
led to her arrest. Maria’s relationship with her parents and her old friends suffered along the way,
and her parents became very concerned about her.
They expressed a desire to help her find solutions.
Maria’s attorney referred her for CBT treatment
after her arrest and before any court appearances.
Initially, Maria was friendly and expressed a
desire to participate in treatment. However, she
was quite clear that she did not know how to get
along in life without opioids. Maria felt responsible for getting herself into her current predicament and felt helpless; she thought her future was
hopeless and that she had lost any measure of
worth. Rather than reminding Maria of what
she had lost or lecturing her about the consequences of her continued drug use, we started
therapy by focusing on the things that were important to her before the injury. Sports, academics, family, and friends were always important to
Maria. They all seemed intricately linked to one
another, and her injury seemed to take away everything she cared about.
Acknowledging the losses and the difficulties
she had experienced, we talked about what her life
could be like if she was able to reclaim the things
she valued. Her family and academics were still
important to her, and although she could not play
softball, she was still capable of exercising. In session, we had her imagine that she finished school,
renewed her relationship with her parents, and en-
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gaged in tolerable levels of exercise. She did not
believe that she could be a physical therapist and
switched her major to occupational therapy. Her
vision of her aspiration served as a strong motivator to get her life back on track.
Still, Maria could not consistently resist her
cravings for drugs. We taught her relaxation exercises that she found helpful for her emotional state
and calming her urges, but they were not universally effective. We talked about the possibility of
medication to help with her cravings. Both Maria
and her parents had concerns about relying on medications to resolve medication issues, but after doing a cost-benefit analysis of the advantages and
disadvantages of trying the medication versus the
advantages and disadvantages of not trying the
medication, Maria decided to give it a try. The medication had both agonist and antagonistic properties
that worked well for controlling her urges and, to
some extent, helped with her lingering pain. With
those benefits, we then discussed other alternative
treatments for pain that included ibuprofen and
physical therapy. When Maria gained control of her
urges with medication, she felt stronger.
After receiving relief from physical pain and
urges to use, Maria was better able to concentrate
on achieving her desired life. Initially, she found
it challenging to manage her time. We worked
together on an activity schedule to make time for
her classes and homework. For Maria, it was important that she have a schedule that made time
for her parents and other supportive friends, exercise, a routine sleep schedule, and healthy eating.
As she followed her schedule and became more
active, she felt more confident and competent.
She changed the way she thought about herself.
Rather than thinking of herself as being helpless
and worthless, she recognized the power she had
to do many good things with her life and felt increasing more worthwhile as a person.
It had been 3 to 4 years after Maria’s rotator cuff
injury when she was referred for CBT treatment.
Simply stated, for a variety of reasons, she had deviated from her previously successful path in life.
With about 12 months of CBT and medication, she
was able to get her life back on course. At that
point, she had been accepted into an accelerated
rehabilitation disposition program of the court, had
completed her bachelor’s degree, and was accepted into a master’s program in occu-

Aesthetic Appreciation
How can appreciating aesthetics expand our capacity for empathy and
imagination? In this installment of After Hours, Harold J. Bursztajn, MD,
shares his passions for collecting historical family photos and inspiring
works of art, and discusses how these pursuits can help us continue to
be curious and kind, even in the face of life’s challenges.
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pational therapy. She was still taking her medication, but did not want to have to take it forever. She
exercised, but did not get the same level of pleasure
as she did from playing high-level competitive
sports and was working toward accepting that she
could not do what she did before. She was making
new, supportive friends whom she liked, although
when she saw her old teammates, she experienced
sadness that she could not be one of them. Maria
maintained her values in life and took major steps
toward achieving her aspirations. One thing she
recognized was the need for her to continue using
the tools she learned to stay on her path of recovery.

Concluding Thoughts

Cognitive and behavioral strategies can be useful
in treating opioid use disorder, either on their own
or in conjunction with medication. Alone, or with
medication, CBT can improve motivation, aid in
important decision-making, jumpstart behavioral
activation, and facilitate the development of new
beliefs about drugs, oneself, and the future. Medication can help patients control their urges so
they can better focus on the work of therapy.
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Gender and Sex Issues in Bipolar Disorder
» Bernardo Dell’Osso, MD; Laura Cremaschi,

MD; Monica Macellaro, MD; Rita Cafaro, MD

B

ipolar disorder (BD) affects 1% to 3% of the
world’s population and is characterized by
alterations in mood, levels of energy, and
functioning. Despite these common features, BD
includes a group of polymorphic and heterogeneous
conditions in terms of clinical presentation, course,
response to treatment, and functional outcome.1
Several sociodemographic and clinical variables
have been investigated as potential factors influencing the development and course of illness, such as
age at onset, employment status, marital status,
number of manic/depressive episodes, predominant
polarity, and—above all—gender and sex.2
There has been a rising interest in gender-related
specificities in BD (Table). However, the presence
of clinical and epidemiological distinctions between male and female patients and their role in the
diagnostic and therapeutic process is still controversial.3 Sex specificity may affect many variables,
including incidence, prevalence, subtypes (BD I
and BD II), rapid cycling, suicidal behavior, comorbidities, treatment response, and adverse effects.
Moreover, among females, hormonal oscillations
related to the menstrual and reproductive cycle may
influence the disease and its treatment.4

Epidemiological and Clinical Aspects

Compelling evidence has documented an almost
equal male-female sex ratio in incidence and lifetime
BD prevalence rates (Figure).5 Nonetheless, recent
studies suggest an increased frequency of BD diagnosis among women, for both BD I and BD II. Furthermore, hypomania, and consequently BD II subtype,
are more frequently associated with female sex.5
Although age at first mood episode does not apparently differ between women and men, men more
commonly experience a first manic episode during
childhood.6 Men more often have a first manic
episode, whereas women seem more likely to face
a depressive one.5 In addition, being female is
more frequently related to depressive recurrences,
depressive predominant polarity, and higher lifetime prevalence of psychotic depression.7,8
Women more often report depression and large
fluctuations in mood as well as more frequent mood
oscillations across the menstrual cycle.9 On this basis,
the identification of BD in women may be more
challenging, leading to a higher rate of misdiagnosis
of major depressive disorder. Indeed, some other
characteristics may help clinicians in the successful
recognition of BD in women, including lifetime
rapid cycling10,11 and mixed hypomania.12,13 The
probability of mixed symptoms in females increases
consistently with the severity of hypomania but decreases at the most severe levels of hypomania.14

Suicide attempt rates have been significantly
more frequent among females, even though death
by suicide has occurred more commonly in men.2
As a result, physicians should consider the possibility of an unrecognized bipolar diathesis if they
see frequent depressive recurrences despite antidepressant therapy, the presence of psychotic features during a depressive episode, and a high number of suicide attempts in women.
Psychiatric and medical comorbidities often negatively affect BD course, regardless of sex. Comorbidity with alcohol and other substance use disorders
(eg, cannabis abuse/dependence and pathological
gambling) has been more frequently documented
among males.8,15,16 However, Goodwin and Jamison
have suggested a higher prevalence of alcohol
abuse among women with BD II.17 Co-occurrence
of personality disorders (particularly of cluster B),
eating disorders such as bulimia, and posttraumatic
stress disorder was generally observed with a higher
frequency among females.16,18 A sex-specific effect
has also been illustrated for comorbid obsessivecompulsive disorder (OCD) and anxiety spectrum
disorders, with increased OCD rates in males and
panic disorder in females. Organic conditions such
as migraine, thyroid disorders (especially hypothyroidism), and autoimmune disorders seem to be more
commonly associated with female gender in BD.19
Previous investigation of sex differences in the
most affected domains in BD—including executive function, verbal and visual memory, verbal
learning, attention and processing speed—did not
identify differing results. However, recent findings

showed a better performance in working memory
tasks among males, whereas a better performance
was found in verbal learning and memory recognition tasks among females.20 Finally, a sex differential
emerged in psychosocial functioning, with females
with BD tending to report better social and occupational status than their male counterparts.21

Treatment Differences

The correlation between sex/gender and response
to pharmacological treatment has been extensively
investigated, with a particular focus on mood stabilizers and antipsychotics. Beyond an increased
use of antidepressants, women with BD seem to
more frequently receive a combination treatment,
whereas men have more often reported receiving
lithium.22 Considering sex differences in clinical
response to lithium, a pooled data analysis outlined response rates of 65.6% in women and 61.0%
in men. Another longitudinal study found that, in
comparison with men treated with lithium, women
treated with lithium had a significantly longer median
time to first recurrence.23,24
The use of antipsychotics in BD has increased in
past decades, apparently with no differences in their
prescription.22 Regarding efficacy, in an 8-week trial
of treatment with placebo, olanzapine, or olanzapine/fluoxetine in combination, male patients with
depression and manic-predominant polarity experienced higher rates of improvement compared with
those with depressive polarity. Among females, no
differences in terms of response were observed by
means of predominant polarity.25

Table. Gender Differences in Bipolar Disorder
Females

Males

Epidemiological
aspects

•H
 igher frequency of BD II diagnosis

•E
 qual frequency of BD I and

Features of
clinical
presentation

•D
 epressive onset
•M
 ixed episodes
•D
 epressive recurrences • R
 apid cycling
•H
 ypomania
•S
 uicide attempts

•M
 anic onset
•C
 hildhood onset of manic

Common
comorbidities

•P
 ersonality disorders
•E
 ating disorders
•P
 TSD
•P
 anic disorder

•A
 lcohol-related disorders
•S
 ubstance-related disorders
•P
 athological gambling
•O
 CD

Treatment
response and
adverse effects

•L
 ithium response with longer time to first

Interaction with
hormonal cycle
and pregnancy

•R
 ecurrence in premenstrual phase, during

BD II diagnosis

•O
 rganic disorders,
especially
hypothyroidism
•A
 lcohol abuse (BD II)

recurrence
•A
 dverse effects from lithium and valproate
•W
 orse impact of hyperprolactinemia
pregnancy, menopause, and after childbirth

•C
 omplications and congenital anomalies
•T
 eratogenic potential of treatment

episodes

•M
 ore deaths by suicide

•R
 esponse to antipsychotics
with predominant manic
polarity
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Some authors have hypothesized a correlation
between sex and occurrence, intensity, and type of
medication adverse effects, thus influencing their
prescribing patterns. Regarding lithium, female sex
emerged as the main risk factor for the development
of hypothyroidism during treatment, especially
for women aged 40 to 59 years. Valproate use in
females may lead to polycystic ovaries, polycystic
ovary syndrome, hyperandrogenism, and obesity.
Valproate needs to have an extremely low priority in
women of childbearing potential due to the important risks of neurodevelopmental delays and
polycystic ovary. However, it can be effective and
well tolerated in females not of reproductive potential.Moreover, many typical and some atypical antipsychotics may be associated with hyperprolactinemia, which can result in galactorrhea,
amenorrhea, and other menstrual cycle irregularities.3 Although females with BD were generally
more adherent to therapeutic indications, they nonetheless seemed to be more concerned about adverse
effects like weight gain.26
In terms of nonpharmacological strategies, female
patients with depression underwent significantly
fewer antidepressant drug trials than their male counterparts before being prescribed electroconvulsive
therapy. When used in patients with schizophrenia, its
effectiveness was greater in females, but this difference was not replicated in individuals with BD, possibly because of the small sample size.23,27 No evidence supported the notion of a different response to
psychotherapy between genders.23

Female Reproductive Cycle

Women physiologically experience endogenous
fluctuations in ovarian hormone levels, including
recurring oscillation of estradiol and progesterone.
These fluctuations may affect BD pathophysiology
and clinical presentation. It is worth noting that symptoms may worsen when gonadal hormone levels are
low, either during the premenstrual phase of the
cycle—thus hindering the distinction from premenstrual dysphoric disorder4—and postpartum.28 This
period may be burdened by a relevant risk of BD
onset and relapse. For instance, a recent metaanalysis found an overall postpartum relapse risk of
37%, with almost a quarter of those suffering from
affective psychosis, mania, mixed episodes, or
relapses requiring hospitalization, and the remaining patients suffering from nonpsychotic affective
episodes, mostly depressive.28 Accordingly, clinical
trials suggested that exogenous estrogenic treatments may improve specific symptoms of BD.4
During pregnancy, women with BD should undergo close monitoring because of the correlation
between BD and pregnancy complications, as well
as potential congenital anomalies in infants. The
discontinuation of medications may trigger a
mood recurrence and thus lead to disruption of
daily living functioning, including a patient’s ability to take care of the child.28 By contrast, the teratogenic potential of various mood stabilizers must
be kept in mind; lithium may enhance the risk of
cardiovascular malformations (such as Ebstein
anomaly), and valproate and carbamazepine are
both associated with the risk of neural tube defects,
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including spina bifida. Hence, when treating
women with BD who wish to become pregnant,
the risk-benefit ratio should be assessed by evaluating the teratogenic risk of pharmacotherapy and
the negative impact of untreated BD symptoms on
the pregnant woman and the fetus.3
The same shrewdness should be promoted in
treating women with BD during breastfeeding.
Some mood stabilizers, including carbamazepine
and valproate, are not contraindicated, whereas
lithium is not compatible with lactation. In addition,
there is no consensus regarding the use of antipsychotics during pregnancy and breastfeeding.29
Finally, during the menopause transition, many
women face unspecific mood symptoms. In females
with BD, the perimenopausal phase may enhance
mood instability, with increased depressive symptoms and reduced manic symptoms.30

Concluding Thoughts

Some epidemiological and clinical characteristics
of BD may differ between the sexes. Although further investigation is encouraged, the preceding preliminary findings may guide practitioners in clinical
practice by facilitating BD identification, especially
in case of depressive onset, and by orienting treatment interventions, with a special focus on life
events related to the female reproductive cycle. The
effort should go towards avoiding valproate and carbamazepine in women of child-bearing potential,
unless associated with hormonal contraceptives.
Dr Dell’Osso is an associate professor of psychiatry at the University of Milan, and director of the
psychiatric clinic of the Ospedale Luigi Sacco-Polo
Universitario of Milan. He is also a scientific advisor
in the Department of Psychiatry and Behavioral
Sciences of Stanford University and cochair of the
International College of Obsessive Compulsive
Spectrum Disorders. Dr Cremaschi is a psychiatrist
in the Department of Psychiatry, University of
Milan. Dr Macellaro is a resident in psychiatry in
the Department of Biomedical and Clinical Sciences
of the University of Milan. Dr Cafaro is a resident in
psychiatry in the Department of Biomedical and
Clinical Sciences of the University of Milan.
In the last 3 years, Dr Dell’Osso has received lecture
honoraria and research grants from Angelini, Lundbeck,
Janssen, Pfizer, Otzuka, Neuraxpharm, and Livanova.
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CORRECTIONAL
MENTAL HEALTH CARE

CONFERENCE
August 1-2, 2022 • HYATT REGENCY DENVER
Join corrections colleagues from around the country for inspiring
viewpoints and fresh perspectives in Denver, the Mile-High City.

SESSION TOPICS
Compassion fatigue | End-of-life care | Ethics
Human trafficking | Medication refusal | Moral injury
PTSD | Racial trauma | Suicide risk and prevention
Up to 17.5 continuing education hours available for
psychologists, social workers, nurses, physicians, and CCHPs.

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 teamoriented, 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!

Salary and Benefits

NCCHC’s
first in-person
mental health
conference in
3 years!
Registration includes breakfast, lunch, and refreshment breaks,
exclusive access to speakers’ PowerPoint presentations,
30 educational sessions on every aspect of correctional mental
health care, and ample time for networking.

REGISTER BEFORE JULY 22 AND SAVE!
Visit NCCHC.org/mental-health-conference

5/23/22 10:23 AM

Napa
Coalinga

Atascadero

Patton

Metropolitan

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

(916) 654-2609
careers@dsh.ca.gov
www.dsh.ca.gov

For more information, contact info@ncchc.org or call 773-880-1460.

MH22 1/2 Tab Vertical 5.0417x13.75 Ad.indd 1

• $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

Now hiring: full-time Outpatient Psychiatrist
Knoxville, Tennessee
The McNabb Center is the region’s leading not-for-profit
provider of mental health, substance use, social and victim
services. By focusing on an individual’s “Well Mind, Well Being,”
we provide a quality and compassionate approach to care from
infancy through adulthood.

JOIN OUR TEAM!
36,750
BENEFITS
•

Medical, dental, vision, life
insurance and parental leave

•

Generous compensation

•

Monday - Friday, 8-5 work schedule

•

403b with annually increasing
company contribution

•

Up to 21 days of vacation and 13
days of sick leave per year

•

100% malpractice coverage
reimbursed

Estimated children
and adults served
in 2021

1,000
Nearly 1,000
professionals dedicated
to our mission

Help support diversity, equity and inclusion.
Opportunities for collaboration and empowerment, implementing new
clinical programs and serving in leadership.
Team-driven atmosphere.

FOR MORE INFORMATION, CONTACT JILL BARNES

.

*Must have an active TN license
or in-process of obtaining one

JILL.BARNES@MCNABB.ORG

. MCNABBCENTER.ORG

RECRUITING FULL TIME, PART TIME, AND PER DIEM PSYCHIATRISTS
Northwell Health’s Behavioral Health Service Line strives to address the diverse mental health needs of the
communities we serve by providing a continuum of accessible, high quality psychiatric and substance
abuse services including emergency, crisis, inpatient, and outpatient programs for people of all ages.

WE ARE RECRUITING BE/BC PSYCHIATRISTS FOR THE FOLLOWING POSITIONS:
NORTHERN WESTCHESTER HOSPITAL: Westchester, NY
 Associate Director
COHEN CHILDREN’S MEDICAL CENTER: New Hyde Park, NY
 Child & Adolescent Psychiatrist, School Mental Health
 Psychiatrist for Emergency Department
CENTER FOR TRAUMATIC-STRESS, RESILIENCY AND RECOVERY: NYC/LI
 Outpatient Psychiatrist
STATEN ISLAND UNIVERSITY HOSPITAL: Staten Island, NY







Vice Chair, Department of Psychiatry
Outpatient Child & Adolescent Psychiatrist
Unit Chief, Inpatient Psychiatry
Staff Psychiatrist, Inpatient Unit
On Call Psychiatrist
Addiction Psychiatrist

LONG ISLAND JEWISH MEDICAL CENTER: New Hyde Park, NY


Psychiatrist for Emergency Department, Part-Time

LENOX HILL HOSPITAL: Manhattan, NY


CL Psychiatrist

ZUCKER HILLSIDE HOSPITAL: Glen Oaks, NY
 Physician-in-Charge, Perinatal Psychiatry
 Adolescent Inpatient Psychiatrist
 Psychiatrist ETP Program, Part-Time
 Lead Psychiatrist, ETP Program
 Director, LGBTQ Psychiatry
 Outpatient Child & Adolescent Psychiatrist
MATHER HOSPITAL: Port Jefferson, NY
 Medical Director of Outpatient, Mental Health Clinic
 Residency Program Director
 Staff Psychiatrist Faculty Outpatient Clinic
 Weekend Outpatient Faculty Attending Psychiatrist
SOUTH OAKS HOSPITAL: Amityville, NY
 Medical Director, Outpatient Child & Adolescent Psychiatry
 Outpatient Child & Adolescent Psychiatrist
 Adult Inpatient Psychiatrist
 Inpatient Child & Adolescent Psychiatrist
 Child & Adolescent Psychiatrist, School Based Program
 Child & Adolescent Psychiatrist, Hospital/Outpatient
WELLBRIDGE ADDICTION TREATMENT AND RESEARCH: Calverton, NY
 Addiction Psychiatrist, Full-Time and Part-Time

Qualified candidates should forward their CV to Alice Perkins at OPR@Northwell.edu
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FREUD ON MY COUCH
BY RICHARD M. BERLIN, MD

Televero Health is seeking a full or halftime psychiatric consultant (MD or DO),
practicing virtually from any state, eligible
for Texas license.
Responsibilities includes supervision &
education, of NP’s/ therapists and carrying
a small case load. Competitive salary.
Malpractice & benefits included.
Contact: Ray.Wolf@televerohealth.com

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

ORDER NOW
www.dosmadres.com or Amazon.com

Psychiatrist Position Excellent
Opportunity in California
Imperial County Behavioral Health
Services is currently recruiting for full-time
or part-time psychiatrists. Imperial County,
a rich farming area with a population of
180,000, is located 90 miles east of San
Diego, 90 miles south of Palm Springs, 60
miles west of Yuma, Arizona, and just north

June 2022

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

Telecare
Corporation
RESPECT. RECOVERY. RESULTS.

You Belong Here
If your mission is to be of service to those in need, you can make
an impact at El Dorado Psychiatric Health Facility (PHF)
— with plenty of space and time for personal R&R.
Close to Tahoe and Reno. Growing but quaint community, good for
someone who enjoys the outdoors and an active lifestyle.
Mission-driven organization, passionate about improving lives.
Work with a close-knit, supportive team that operates with heart
and passion. El Dorado PHF is a 16-bed acute unit with average daily
census of 12 and average length of stay of 24 days. Flexible schedule
with low call frequency. Relocation and sign-on bonus available.

Learn more!

www.telecarecorp.com
www.telecarecorp.com/el-dorado-county-psychiatric-health-facility
Contact us for more information: PSORecruiting@telecarecorp.com
Qualify For A Free Subscription Online @ www.psychiatrictimes.com

Outpatient Psychiatry Opportunity
San Joaquin County Behavioral Health
Services is seeking to fill Outpatient
Adult [General], and Sub-Specialty
Psychiatry (Child Psychiatry, Geriatric,
Forensic, Addiction and Psychosomatic
Medicine) positions in a
multidisciplinary, recovery-oriented
clinical setting. Services are provided
either on-site or using a hybrid model of
on-site and tele-psychiatry practice. The
positions offer a very competitive salary
with a guaranteed base, plus incentive
opportunities, board certified
Psychiatrists have the potential to easily
earn over 300K+ a year; comprehensive
health insurance; up to three retirement
and pension programs; 35 days of
vacation and CME time that increase
with tenure. Signing and moving
bonuses are also available.
Interested J-1 and H-1B candidates are
welcome to apply.
Fax your CV to 209-468-2399 or email
to BHSadministration@sjcbhs.org. EOE
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INDIANA
Full-time psychiatrist for a large
public health & hospital system in the
Silicon Valley
$275,080 -$357,600 annually 36 days of
annual leave Full benefits & retirement
(Above annual salary includes
additional pay for Board Certification
and Acute Settings)
Santa Clara Valley Health and Hospital
System, a public healthcare system in the
heart of Silicon Valley, is seeking full-time
BE/BC psychiatrists for a variety of
clinical settings, including emergency
psychiatric services, inpatient consultation
liaison services, jail custody health
inpatient services, specialty mental health
outpatient services and primary care
behavioral health services.
As the largest public health care system
in northern California, we offer
comprehensive healthcare resources to a
large and diverse patient population.
Psychiatrists are part of a robust team of
staff that work in collaboration with other
medical specialties and behavioral health
clinicians to provide integrated health
care to patients.
Psychiatrists are eligible for numerous
benefits including 36 days of annual
leave, 5 days of educational leave, 12
holidays, $4500 educational funds,
health benefits, life insurance and
CalPERS retirement plan. No calls
required.
In addition, part-time opportunities for
BE/BC psychiatrists, PGY IIIs and IVs
are available.
If you are interested in working in a
dynamic and collegial work
environment, please submit a CV and
letter of interest to
MD.Recruitment@hhs.sccgov.org.
The County of Santa Clara is an Equal
Opportunity.

Department of Psychiatry
Staff Psychiatrist
Indiana University School of Medicine
Mental Health Services
The Indiana University School of
Medicine Department of Mental Health
Services and the Department of Psychiatry is
seeking to fill an immediate opportunity for a
psychiatrist to join the school and provide
clinical care for medical learners and trainees
statewide. The primary role of this position on
the mental health services team will be to
provide direct clinical care for trainees within
the school of medicine including medical
students, IUSM graduate students, residents
and fellows. This will include clinical
evaluation, diagnosis, and treatment of
psychiatric disorders and will involve the
establishment of treatment goals, treatment
planning, medication management, and
collaborative work. This position also has the
potential to support programming, outreach,
and research.
Basic Qualifications: Candidates must
possess an M.D. or D.O., have completed
a residency in Psychiatry, be board-certified or
board-eligible by the American Board of
Psychiatry and Neurology, be eligible for
licensure in the State of Indiana, and have
experience in the delivery of culturallycompetent care.
To Apply
Interested candidates should review the
application requirements and submit
their application at:
https://indiana.peopleadmin.com/
postings/12769
Questions regarding the
position can be directed to
Samia Hasan, M.D., hasans@iu.edu
Applications will be considered until the
position is filled. Indiana University is
an equal opportunity employer
committed to building a building a
diverse learning environment and on
supporting the professional development
of ethnic minorities, women, and people
with disabilities.

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.

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
The School of Medicine will be the
program will improve clinical care
anchor in the development of a
and ultimately encourage future
comprehensive health sciences
health care leaders to build
campus that will also include
research facilities and biotechnology practices in the Jersey Shore area.’’
endeavors – all in service of

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:
Vice Chair for Clinical Affairs: Hackensack University Medical Center (Hackensack, NJ)
Vice Chair for Diversity and Inclusion: Jersey Shore University Medical Center (Neptune, NJ)
Carrier Clinic: Adult Staff Psychiatrist (Belle Mead, NJ)
Inpatient: Raritan Bay Medical Center (Perth Amboy, NJ)
Addiction Medicine: Ocean University Medical Center (Brick, NJ)

Find
What
You’re
Looking
For Now

Outpatient: Jersey Shore University Medical Center (Neptune,NJ)Ocean University
Medical Center (Brick, NJ) and Southern Ocean Medical Center - (Manahawkin, NJ)

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

Medical Director for Adult Inpatient Unit: Riverview Medical Center (Red Bank, NJ)
Outpatient Child & Adolescent Psychiatrist: Hackensack University Medical Center
(Hackensack, NJ) and Ocean University Medical Center (Brick, NJ)
Geriatric Psychiatry: Hackensack University Medical Center (Hackensack, NJ)
Outpatient Addiction: Jersey Shore University Medical Center (Neptune, NJ)

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

Qualify For A Free Subscription Online @ www.psychiatrictimes.com
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Outpatient Psychiatrist Opportunities
Cambridge Health Alliance (CHA)
Cambridge Health Alliance, a wellrespected, nationally recognized and
award-winning public healthcare system is
seeking Full-time or Part-time
Psychiatrists to join our Adult Outpatient
Psychiatry service. The Department of
Psychiatry is recognized as a leader in
patient care, teaching and research. As a
leader in mental health for more than 20
years. CHA’s psychiatry teams provide
compassionate care to our diverse patient
population. CHA is comprised of an
established network of ambulatory clinics,
an urgent care site and two full service

hospitals based in Cambridge, Somerville,
and Boston’s metro-north communities.
• Full-time or part-time opportunities
available in Revere, Everett, and
Cambridge areas
• Work with a multidisciplinary team
serving the local community and
providing high quality care to our
underserved and diverse patient
population
• Fully integrated electronic medical
record (EPIC) is utilized
• Our Psychiatry service is comprised of
award-winning training programs in
Adult and Child Psychiatry, Geriatric
Psychiatry and Psychosomatic Medicine.
• CHA is a teaching affiliate of Harvard
Medical School and academic
appointments are available
commensurate with medical school
criteria
CHA offers competitive compensation and
a comprehensive benefits package
including health and dental insurance,
403b retirement accounts with matching,

Behavioral
wellness recovery prevention
laying the foundation for healthy communities, together

PSYCHIATRISTS
For clinical staff and leadership positions

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 - $265,864 (3+ years post certification)
Board Certified - $247,216
Board Eligible - $233,132
• 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.

★
★
★
★

generous PTO, CME allotment (time and
dollars) and more.
Please send CV’s via email to
Melissa Kelley at
ProviderRecruitment@challiance.org
In keeping with federal, state and local
laws, Cambridge Health Alliance (CHA)
policy forbids employees and associates to
discriminate against anyone based on race,
religion, color, gender, age, marital status,
national origin, sexual orientation,
relationship identity or relationship
structure, gender identity or expression,
veteran status, disability or any other
characteristic protected by law. We are
committed to establishing and maintaining
a workplace free of discrimination. We are
fully committed to equal employment
opportunity.

NORTH CAROLINA

We Want You to Join Our
Behavioral Health Team!
Cape Fear Valley Behavioral Health is one
of the largest comprehensive, multi-tiered
behavioral health services in North
Carolina. Behavioral Health Care’s mission
is to meet and respond to the mental health
needs of the community. We offer
evidence-based, best practice treatments.
Staffed by psychiatrists, psychologists,
clinical social workers, psychiatric nurses,
licensed professional counselors, and other
mental health professionals, Cape Fear
Valley Behavioral Health Care provides a
team approach to mental wellness.
Behavioral Health Care is accredited by
The Joint Commission and licensed by the
State of North Carolina.
The Health System is seeking providers for
the following due to regional volumes and
commitment to expand services:
Emergency Opportunity
• Two BE/BC providers with experience in

ED or trained in ED/Psychiatry. The
Emergency Department maintains a
Psychiatric Unit of 9 beds for patients in
crisis. Support team is specialty trained.
Schedule consists of 16 hour shifts,
approximately 10 shifts per month.
Adult Outpatient Opportunity
• BE/BC provider with training/experience
in a variety of mental health treatment
conditions as well as Chemical
Dependency and Substance Abuse.
Candidate with experience in treatment of
Bipolar Disorder, Borderline Personality
Disorder, and Mood Disorders is preferred.
Additionally, ECT training and experience
is highly desirable. Well established adult
team is flexible and transparent for either or
both inpatient and outpatient services.
Clinic hours are Monday - Friday with
limited call
Child Outpatient Opportunity
• BE/BC Child & Adolescent providers.
The current structure is for 90% outpatient
Monday through Friday work schedule.
We offer best in class compensation plus
generous benefits including Paid
Malpractice, CME Time and Allowance,
Accrued Paid Time Off, 403(b) match and
457(b), Health, Dental, and other desirable
benefits.
Please contact Suzy Cobb,
Physician Recruiter for more details at
(910) 615-1889 or
scobb2@capefearvalley.com

TEXAS

Televero Health is seeking a full or halftime psychiatric consultant (MD or DO),
practicing virtually from any state, eligible
for Texas license.
Responsibilities includes supervision &
education, of NP’s/ therapists and carrying
a small case load. Competitive salary.
Malpractice & benefits included.
Contact: Ray.Wolf@televerohealth.com

RETHINK CLASSIFIEDS WITH

★
Hospital Locations:
H Greystone Park Psychiatric Hospital

Psychiatric Times™ classifieds section and job board provides you
with the exclusive opportunity to promote your products and services
directly in the mental health space.

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

Interested candidates should send a cover letter
and detailed resume to:
Evan Feibusch, M.D. | Medical Director, DBHS
Evan.Feibusch@doh.nj.gov | 609.913.5316

Hammonton, NJ (Southern NJ)
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for oral use

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

CONTRAINDICATIONS

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

WARNINGS AND PRECAUTIONS

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

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

DRUG INTERACTIONS

Drugs Having Clinically Important Interactions with INGREZZA
Table 2: Clinically Significant Drug Interactions with INGREZZA
Monoamine Oxidase Inhibitors (MAOIs)
Clinical Implication:
Concomitant use of INGREZZA with MAOIs may increase the concentration of
monoamine neurotransmitters in synapses, potentially leading to increased
risk of adverse reactions such as serotonin syndrome, or attenuated
treatment effect of INGREZZA.
Prevention or Management: Avoid concomitant use of INGREZZA with MAOIs.
Examples:
isocarboxazid, phenelzine, selegiline
Strong CYP3A4 Inhibitors
Clinical Implication:
Concomitant use of INGREZZA with strong CYP3A4 inhibitors increased the
exposure (Cmax and AUC) to valbenazine and its active metabolite compared
with the use of INGREZZA alone. Increased exposure of valbenazine and its
active metabolite may increase the risk of exposure-related adverse reactions.
Prevention or Management: Reduce INGREZZA dose when INGREZZA is coadministered with a strong
CYP3A4 inhibitor.
Examples:
itraconazole, ketoconazole, clarithromycin
Strong CYP2D6 Inhibitors
Clinical Implication:
Concomitant use of INGREZZA with strong CYP2D6 inhibitors increased the
exposure (Cmax and AUC) to valbenazine’s active metabolite compared with the
use of INGREZZA alone. Increased exposure of active metabolite may increase
the risk of exposure-related adverse reactions.
Prevention or Management: Reduce INGREZZA dose when INGREZZA is coadministered with a strong
CYP2D6 inhibitor.
Examples:
paroxetine, fluoxetine, quinidine
Strong CYP3A4 Inducers
Clinical Implication:
Concomitant use of INGREZZA with a strong CYP3A4 inducer decreased the
exposure of valbenazine and its active metabolite compared to the use of
INGREZZA alone. Reduced exposure of valbenazine and its active metabolite
may reduce efficacy.
Prevention or Management: Concomitant use of strong CYP3A4 inducers with INGREZZA is
not recommended.
Examples:
rifampin, carbamazepine, phenytoin, St. John’s wort1
Digoxin
Clinical Implication:
Concomitant use of INGREZZA with digoxin increased digoxin levels because
of inhibition of intestinal P-glycoprotein (P-gp).
Prevention or
Digoxin concentrations should be monitored when coadministering
Management:
INGREZZA with digoxin. Increased digoxin exposure may increase the risk
of exposure-related adverse reactions. Dosage adjustment of digoxin may
be necessary.

ADVERSE REACTIONS

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

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

Adverse Reaction1
General Disorders
Somnolence (somnolence, fatigue, sedation)
Nervous System Disorders
Anticholinergic effects (dry mouth, constipation, disturbance
in attention, vision blurred, urinary retention)
Balance disorders/fall (fall, gait disturbance, dizziness,
balance disorder)
Headache
Akathisia (akathisia, restlessness)
Gastrointestinal Disorders
Vomiting
Nausea
Musculoskeletal Disorders
Arthralgia
1

INGREZZA
(n=262) (%)

Placebo
(n=183) (%)
1

10.9%

4.2%

5.4%

4.9%

4.1%

2.2%

3.4%
2.7%

2.7%
0.5%

2.6%
2.3%

0.6%
2.1%

2.3%

0.5%

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

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

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

OVERDOSAGE

Human Experience
The pre-marketing clinical trials involving INGREZZA in approximately 850 subjects do not provide information
regarding symptoms with overdose.
Management of Overdosage
No specific antidotes for INGREZZA are known. In managing overdose, provide supportive care, including close
medical supervision and monitoring, and consider the possibility of multiple drug involvement. If an overdose
occurs, consult a Certified Poison Control Center (1-800-222-1222 or www.poison.org).
For further information on INGREZZA, call 84-INGREZZA (844-647-3992).
Distributed by:
Neurocrine Biosciences, Inc.
San Diego, CA 92130

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

ADVERTISEMENT

HELP YOUR ADULT PATIENTS
WITH TARDIVE DYSKINESIA (TD)

Take.

Control.

Not actual size

Actor portrayal

INGREZZA is the simple, once-daily
choice to reduce TD severity1

THE SIMPLE CHOICE

SYMPTOM REDUCTION

SAVINGS & SUPPORT

Once-daily INGREZZA
is the simple choice to support
patient adherence1,2,*

INGREZZA 80 mg reduced uncontrolled
movements in 7 of 10 patients at 6 weeks
(post hoc analysis)1,3,†

$10 or less out-of-pocket
is what most patients
pay for INGREZZA4

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

MOST PRESCRIBED TREATMENT
FOR TARDIVE DYSKINESIA5

Visit INGREZZAHCP.com/Results to see how you can help your TD patients take control
Important Information
INDICATION & USAGE
INGREZZA® (valbenazine) capsules is indicated for the treatment of adults with tardive dyskinesia.

IMPORTANT SAFETY INFORMATION
CONTRAINDICATIONS

WARNINGS & PRECAUTIONS (continued)

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

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

WARNINGS & PRECAUTIONS
Somnolence
INGREZZA can cause somnolence. Patients should not perform
activities requiring mental alertness such as operating a motor
vehicle or operating hazardous machinery until they know how
they will be affected by INGREZZA.
QT Prolongation
INGREZZA may prolong the QT interval, although the degree of QT
prolongation is not clinically significant at concentrations expected
with recommended dosing. INGREZZA should be avoided in patients
with congenital long QT syndrome or with arrhythmias associated with
a prolonged QT interval. For patients at increased risk of a prolonged
QT interval, assess the QT interval before increasing the dosage.

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