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C an prayer on behalf of those 
with serious illness be of bene-
fit to a cohort of anonymous 

recipients? We recently became 
aware of a randomized, controlled 
study aimed at answering precisely 
this question for a population of pa-
tients with  COVID-19 in the intensive 
care unit.2 Whatever one’s religious or 
spiritual beliefs—or lack thereof—this 
study raises profound questions and con-

Convergence 
Mental Health
A New Pathway for Transdisciplinary 
Innovation and Entrepreneurship
» Erin Smith, William Ellsworth, Charles F. Reynolds III, MD, Michael Berk, MD, PhD,  
Harris A. Eyre, MBBS, PhD, and  Helen Lavretsky, MD, MS

M odern mental health problems are char-
acterized by their complexity, multi-sys-
temic nature, and broad societal impact, 

hence making them poorly suited to siloed ap-
proaches of thinking and innovation. The New 
England Journal of Medicine recently published 
an article that articulated the stark limitations of 
an increasingly siloed focus on biologic knowl-

edge in psychiatry.1 The article describes how 
the biological revolution of the 1980s has failed 
to live up to its therapeutic or scientific promise, 
with a comprehensive biologic understanding of 
the causes or treatments of psychiatric disorders 
yet to be discovered. Further, the article argues 
that psychiatry faces a new set of challenges, 

The Bible tells us to lay hands on the sick and they 
shall recover and will continue to do that without 
the fear of the spread of any virus. —Pastor Tony 
Spell, Life Tabernacle Church, Baton Rouge, LA1
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INDICATION AND LIMITATION OF USE
Vyvanse is indicated for the treatment of Attention-Defi cit/
Hyperactivity Disorder (ADHD) in patients ages 6 and above. Vyvanse 
is not indicated or recommended for weight loss. Use of other 
sympathomimetic drugs for weight loss has been associated with 
serious cardiovascular adverse events. The safety and effectiveness of 
Vyvanse for the treatment of obesity have not been established.

©2020 Takeda Pharmaceutical Company Limited. 300 Shire Way, Lexington, MA 
02421. 1-800-828-2088. All rights reserved. VYVANSE and the VYVANSE logo 
are registered trademarks of Shire LLC, a Takeda company. TAKEDA and the 
TAKEDA logo are trademarks or registered trademarks of Takeda Pharmaceutical 
Company Limited.
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Hypothetical patient portrayal. Individual results may vary.

Vyvanse demonstrated signifi cant 
improvement in attention in 
adults with ADHD.1

Vyvanse demonstrated signifi cant 

HER IMPROVED FOCUS 
STARTED WITH VYVANSE.
VYVANSE  STARTED
WITH YOU.

Learn more at VyvansePro.com/Start

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

  •    Exacerbation of Pre-existing Psychosis: May exacerbate 
symptoms of behavior disturbance and thought disorder 
in patients with a pre-existing psychotic disorder. 
Induction of a Manic Episode in Patients with Bipolar 
Disorder: May induce a mixed/manic episode in patients 
with bipolar disorder. Prior to initiating treatment, screen 
for risk factors for developing a manic episode (e.g., 
comorbid or history of depressive symptoms, or a family 
history of suicide, bipolar disorder, and depression). 
New Psychotic or Manic Symptoms: At recommended 
doses, may cause psychotic or manic symptoms (e.g., 
hallucinations, delusional thinking, or mania) in patients 
with no prior history of psychotic illness or mania. 
Discontinue if symptoms occur.

  •  CNS stimulants have been associated with weight 
loss and slowing of growth rate in pediatric patients 
(monitor weight and height). Treatment may need to be 
interrupted in children not growing or gaining weight as 
expected.

IMPORTANT SAFETY INFORMATION 
WARNING: ABUSE AND DEPENDENCE
•  CNS stimulants (amphetamines and methylphenidate-containing products), including Vyvanse, have a 

high potential for abuse and dependence. Assess the risk of abuse prior to prescribing and monitor for 
signs of abuse and dependence while on therapy.

 • CONTRAINDICATIONS
 •  Known hypersensitivity to amphetamines or other 

ingredients of Vyvanse. Anaphylactic reactions, Stevens-
Johnson Syndrome, angioedema, and urticaria have 
occurred.

  •  Use with monoamine oxidase inhibitors (MAOIs) or 
within 14 days of stopping MAOIs (including MAOIs such 
as linezolid or intravenous methylene blue), because of 
an increased risk of hypertensive crisis. 

• WARNINGS AND PRECAUTIONS
  •  Prior to and during treatment assess for the presence 

of cardiac disease. Avoid use in patients with known 
structural cardiac abnormalities, cardiomyopathy, 
serious heart arrhythmia, coronary artery disease, and 
other serious heart problems. Sudden death, stroke 
and myocardial infarction have been reported in adults 
with CNS stimulants at recommended doses, as well as 
sudden death in children and adolescents with structural 
cardiac abnormalities and other serious heart problems 
while taking CNS stimulants at recommended doses. 
Further evaluate patients who develop exertional chest 
pain, unexplained syncope, or arrhythmias while taking 
Vyvanse.

 • WARNINGS AND PRECAUTIONS (continued)
  •  CNS stimulants, including Vyvanse, are associated 

with peripheral vasculopathy, including Raynaud’s 
phenomenon. Signs and symptoms are usually 
intermittent and mild; very rare sequelae include digital
ulceration and/or soft tissue breakdown. Observe 
patients during treatment for new numbness, pain, skin 
color change, or sensitivity to temperature in fi ngers 
and toes. Further evaluation may be required, including 
referral.

  •  Increased risk of serotonin syndrome when co-
administered with serotonergic agents (e.g., SSRIs, 
SNRIs, triptans) and CYP2D6 inhibitors, but also during 
overdosage situations. Discontinue Vyvanse if it occurs 
and initiate supportive treatment.

 • ADVERSE REACTIONS
The most common adverse reactions (≥5% and at least 
twice the rate of placebo) reported in clinical trials were:

  •  Children aged 6 to 12: decreased appetite, insomnia, 
upper abdominal pain, irritability, vomiting, decreased 
weight, nausea, dry mouth, and dizziness;

  •  Adolescents aged 13 to 17: decreased appetite, 
insomnia, and decreased weight;

 • ADVERSE REACTIONS (continued)
  •  Adults: decreased appetite, insomnia, dry mouth, 

diarrhea, nausea, anxiety, and anorexia.
 • PREGNANCY AND LACTATION
   Vyvanse may cause fetal harm. Breastfeeding is not 

recommended during Vyvanse treatment.

Please see Brief Summary of Full Prescribing Information, 
including Boxed WARNING regarding Potential for Abuse 
and Dependence, on following pages.
References:
1. Vyvanse [package insert]. Lexington, MA: Shire US Inc.
2. Wigal T, Brams M, Gasior M, et al; 316 Study Group. Randomized, double-

blind, placebo-controlled, crossover study of the effi cacy and safety of 
lisdexamfetamine dimesylate in adults with attention-defi cit/hyperactivity 
disorder: novel fi ndings using a simulated adult workplace environment 
design. Behav Brain Funct. 2010;6:34.

3. Data on fi le; SPD489-066; Shire US Inc.
4. Data on fi le; SPD489-067; Shire US Inc.

VYVANSE (LISDEXAMFETAMINE DIMESYLATE) 
DEMONSTRATED SIGNIFICANT IMPROVEMENT 
IN ATTENTION IN ADULTS WITH ADHD¹
Primary Endpoint: Average of the PERMP* total scores from all postdose sessions 
measured, from 2 to 14 hours.1,2

S T U D Y

316 REVIEW CLINICAL STUDY

n=104.

LS=least-squares.
†P<0.0001 for Vyvanse vs placebo.

‡Difference in LS mean PERMP total score.
§Average of all doses tested.

STUDY DESIGN

Multicenter, randomized, double-blind, placebo-
controlled, crossover, modifi ed analog classroom study 
to simulate a workplace environment in 142 adults 
aged 18-55 years with ADHD (as defi ned by Diagnostic 
and Statistical Manual of Mental Disorders, 4th ed, 
text revision®).1,2

During a 4-week, open-label, dose optimization phase, 
subjects were titrated to an optimal dose of Vyvanse 
30, 50, or 70 mg/day in the morning. They were then 
randomized in the double-blind crossover phase to 
receive Vyvanse (optimized dose) followed by placebo 
or placebo followed by Vyvanse, each for 1 week. During 
the double-blind phase, effi cacy assessments occurred at 
the end of each week using PERMP.1,2

*PERMP is an objective, validated, skill-adjusted math test 
that measures attention in ADHD. The PERMP total score 
comprises the sum of the number of math problems 
attempted and the number of math problems answered 
correctly. Higher scores indicate less severe symptoms. 
PERMP is not a test of the ability to learn math. PERMP 
conducted at 2, 4, 8, 10, 12, and 14 hours postdose.

PERMP=Permanent Product Measure of Performance.
The three core symptoms of ADHD are inattention, hyperactivity, and 
impulsivity. Symptoms must occur often and appear in two or more settings.

Diagnosis should be based on a complete patient history and full clinical 
evaluation based on the DSM-5®.

LS Mean PERMP Total Score3, 4
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  •  CNS stimulants cause increases in blood pressure (mean 
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about 3-6 bpm). Monitor all patients for tachycardia and 
hypertension.
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symptoms of behavior disturbance and thought disorder 
in patients with a pre-existing psychotic disorder. 
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an increased risk of hypertensive crisis. 
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of cardiac disease. Avoid use in patients with known 
structural cardiac abnormalities, cardiomyopathy, 
serious heart arrhythmia, coronary artery disease, and 
other serious heart problems. Sudden death, stroke 
and myocardial infarction have been reported in adults 
with CNS stimulants at recommended doses, as well as 
sudden death in children and adolescents with structural 
cardiac abnormalities and other serious heart problems 
while taking CNS stimulants at recommended doses. 
Further evaluate patients who develop exertional chest 
pain, unexplained syncope, or arrhythmias while taking 
Vyvanse.

 • WARNINGS AND PRECAUTIONS (continued)
  •  CNS stimulants, including Vyvanse, are associated 

with peripheral vasculopathy, including Raynaud’s 
phenomenon. Signs and symptoms are usually 
intermittent and mild; very rare sequelae include digital
ulceration and/or soft tissue breakdown. Observe 
patients during treatment for new numbness, pain, skin 
color change, or sensitivity to temperature in fi ngers 
and toes. Further evaluation may be required, including 
referral.

  •  Increased risk of serotonin syndrome when co-
administered with serotonergic agents (e.g., SSRIs, 
SNRIs, triptans) and CYP2D6 inhibitors, but also during 
overdosage situations. Discontinue Vyvanse if it occurs 
and initiate supportive treatment.

 • ADVERSE REACTIONS
The most common adverse reactions (≥5% and at least 
twice the rate of placebo) reported in clinical trials were:

  •  Children aged 6 to 12: decreased appetite, insomnia, 
upper abdominal pain, irritability, vomiting, decreased 
weight, nausea, dry mouth, and dizziness;

  •  Adolescents aged 13 to 17: decreased appetite, 
insomnia, and decreased weight;

 • ADVERSE REACTIONS (continued)
  •  Adults: decreased appetite, insomnia, dry mouth, 

diarrhea, nausea, anxiety, and anorexia.
 • PREGNANCY AND LACTATION
   Vyvanse may cause fetal harm. Breastfeeding is not 

recommended during Vyvanse treatment.

Please see Brief Summary of Full Prescribing Information, 
including Boxed WARNING regarding Potential for Abuse 
and Dependence, on following pages.
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VYVANSE® (lisdexamfetamine dimesylate)
Capsules 10, 20, 30, 40, 50, 60, 70 mg                 
Chewable tablets 10, 20, 30, 40, 50, 60 mg          CII         Rx Only

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

CONTRAINDICATIONS 
VYVANSE is contraindicated in patients with:
   •   Known hypersensitivity to amphetamine products or other ingredients of 

VYVANSE. Anaphylactic reactions, Stevens-Johnson Syndrome, angioedema, and
urticaria have been observed in postmarketing reports.

   •   Patients taking monoamine oxidase inhibitors (MAOIs), or within 14 days of 
stopping MAOIs (including MAOIs such as linezolid or intravenous methylene blue),
because of an increased risk of hypertensive crisis.

WARNINGS AND PRECAUTIONS
Potential for Abuse and Dependence (See Above)
Serious Cardiovascular Reactions 
Sudden death, stroke and myocardial infarction have been reported in adults with CNS
stimulant treatment at recommended doses. Sudden death has been reported in children
and adolescents with structural cardiac abnormalities and other serious heart problems
taking CNS stimulants at recommended doses for ADHD. Avoid use in patients with
known structural cardiac abnormalities, cardiomyopathy, serious heart arrhythmia, 
coronary artery disease, and other serious heart problems. Further evaluate patients
who develop exertional chest pain, unexplained syncope, or arrhythmias during 
VYVANSE treatment.

Blood Pressure and Heart Rate Increases 
CNS stimulants cause an increase in blood pressure (mean increase about 2-4 mm Hg)
and heart rate (mean increase about 3-6 bpm). Monitor all patients for potential 
tachycardia and hypertension.  

Psychiatric Adverse Reactions
Exacerbation of Pre-existing Psychosis
CNS stimulants may exacerbate symptoms of behavior disturbance and thought disorder
in patients with a pre-existing psychotic disorder.
Induction of a Manic Episode in Patients with Bipolar Disorder
CNS stimulants may induce a mixed/manic episode in patients with bipolar disorder.
Prior to initiating treatment, screen patients for risk factors for developing a manic
episode (e.g., comorbid or history of depressive symptoms or a family history of suicide,
bipolar disorder, and depression).
New Psychotic or Manic Symptoms
CNS stimulants, at recommended doses, may cause psychotic or manic symptoms, e.g.
hallucinations, delusional thinking, or mania in children and adolescents without a prior
history of psychotic illness or mania. If such symptoms occur, consider discontinuing 
VYVANSE. In a pooled analysis of multiple short-term, placebo-controlled studies of
CNS stimulants, psychotic or manic symptoms occurred in 0.1% of CNS stimulant-
treated patients compared to 0% in placebo-treated patients.

Suppression of Growth
CNS stimulants have been associated with weight loss and slowing of growth rate in
pediatric patients.  Closely monitor growth (weight and height) in pediatric patients
treated with CNS stimulants, including VYVANSE.  In a 4-week, placebo-controlled trial
of VYVANSE in patients ages 6 to 12 years old with ADHD, there was a dose-related 
decrease in weight in the VYVANSE groups compared to weight gain in the placebo
group.  Additionally, in studies of another stimulant, there was slowing of the increase
in height. 

Peripheral Vasculopathy, including Raynaud’s Phenomenon  
Stimulants, including VYVANSE, used to treat ADHD are associated with peripheral 
vasculopathy, including Raynaud’s phenomenon. Signs and symptoms are usually 
intermittent and mild; however, very rare sequelae include digital ulceration and/or soft
tissue breakdown. Effects of peripheral vasculopathy, including Raynaud’s phenomenon,
were observed in postmarketing reports at different times and at therapeutic doses in
all age groups throughout the course of treatment.  Signs and symptoms generally 
improve after reduction in dose or discontinuation of drug.  Careful observation for 
digital changes is necessary during treatment with ADHD stimulants. Further clinical
evaluation (e.g., rheumatology referral) may be appropriate for certain patients.

Serotonin Syndrome
Serotonin syndrome, a potentially life-threatening reaction, may occur when 
amphetamines are used in combination with other drugs that affect the serotonergic

neurotransmitter systems such as monoamine oxidase inhibitors (MAOIs), selective
serotonin reuptake inhibitors (SSRIs), serotonin norepinephrine reuptake inhibitors
(SNRIs), triptans, tricyclic antidepressants, fentanyl, lithium, tramadol, tryptophan, 
buspirone, and St. John’s Wort. Amphetamines and amphetamine derivatives are known
to be metabolized, to some degree, by cytochrome P450 2D6 (CYP2D6) and display
minor inhibition of CYP2D6 metabolism. The potential for a pharmacokinetic interaction
exists with the co-administration of CYP2D6 inhibitors which may increase the risk with
increased exposure to the active metabolite of VYVANSE (dextroamphetamine). In these
situations, consider an alternative non-serotonergic drug or an alternative drug that
does not inhibit CYP2D6. Serotonin syndrome symptoms may include mental status
changes (e.g., agitation, hallucinations, delirium, and coma), autonomic instability (e.g.,
tachycardia, labile blood pressure, dizziness, diaphoresis, flushing, hyperthermia), 
neuromuscular symptoms (e.g., tremor, rigidity, myoclonus, hyperreflexia, incoordination),
seizures, and/or gastrointestinal symptoms (e.g., nausea, vomiting, diarrhea).
Discontinue treatment with VYVANSE and any concomitant serotonergic agents 
immediately if symptoms of serotonin syndrome occur, and initiate supportive 
symptomatic treatment. Concomitant use of VYVANSE with other serotonergic drugs
or CYP2D6 inhibitors should only be used if the potential benefit justifies the potential
risk. If clinically warranted, consider initiating VYVANSE with lower doses, monitoring
patients for the emergence of serotonin syndrome during drug initiation or titration, and
informing patients of the increased risk for serotonin syndrome.

ADVERSE REACTIONS 
Clinical Trial Experience
Based on data from 4-week parallel-group controlled clinical studies of VYVANSE in 
pediatric and adult patients with ADHD.
Adverse Reactions Associated with Discontinuation of Treatment 
In the controlled trial in patients ages 6 to 12 years, 8% (18/218) of VYVANSE-treated 
patients discontinued due to adverse reactions compared to 1% (1/72) of placebo-treated
patients. The most frequently reported adverse reactions leading to discontinuation (1%
or more and twice rate of placebo) were ECG voltage criteria for ventricular hypertrophy,
tic, vomiting, psychomotor hyperactivity, insomnia, decreased appetite and rash 
[2 instances for each adverse reaction, i.e., 2/218 (1%)]. 
In the controlled trial in patients ages 13 to 17 years, 3% (7/233) of VYVANSE-treated 
patients discontinued due to adverse reactions compared to 1% (1/77) of placebo-
treated patients. Most frequent adverse reactions leading to discontinuation were 
irritability (3/233; 1%), decreased appetite (2/233; 1%), and insomnia (2/233; 1%).
In the controlled adult trial, 6% (21/358) of VYVANSE-treated patients discontinued due
to adverse reactions compared to 2% (1/62) of placebo-treated patients. The most 
frequently reported adverse reactions leading to discontinuation (1% or more and twice
rate of placebo) were insomnia (8/358; 2%), tachycardia (3/358; 1%), irritability (2/358;
1%), hypertension (4/358; 1%), headache (2/358; 1%), anxiety (2/358; 1%), and 
dyspnea (3/358; 1%). 
Adverse Reactions Occurring at an Incidence of ≥5% or More Among VYVANSE Treated
Patients with ADHD in Clinical Trials
Most common adverse reactions (incidence ≥5% and at a rate at least twice placebo) 
reported in children, adolescents, and/or adults were anorexia, anxiety, decreased 
appetite, decreased weight, diarrhea, dizziness, dry mouth, irritability, insomnia, nausea,
upper abdominal pain, and vomiting. 
Adverse Reactions Occurring at an Incidence of 2% or More
Adverse reactions reported in the controlled trials in pediatric patients ages 6 to 
12 years, adolescent patients ages 13 to 17 years, and adult patients treated with 
VYVANSE or placebo:

Adverse Reactions Reported by ≥2% of Children (Ages 6 to 12 Years) with ADHD 
Taking VYVANSE and at least Twice the Incidence in Patients Taking Placebo - 
VYVANSE (n=218), Placebo (n=72): 
Decreased Appetite (39%, 4%), Insomnia (22%, 3%), Abdominal Pain Upper (12%,
6%), Irritability (10%, 0%), Vomiting (9%, 4%), Weight Decreased (9%, 1%), Nausea
(6%, 3%), Dry Mouth (5%, 0%), Dizziness (5%, 0%), Affect lability (3%, 0%), Rash
(3%, 0%), Pyrexia (2%, 1%), Somnolence (2%, 1%), Tic (2%, 0%), Anorexia (2%, 0%).

Adverse Reactions Reported by ≥2% of Adolescent (Ages 13 to 17 Years) Patients
with ADHD Taking VYVANSE and at least Twice the Incidence in Patients Taking
Placebo - VYVANSE (n=233), Placebo (n=77): 
Decreased Appetite (34%, 3%), Insomnia (13%, 4%), Weight Decreased (9%, 0%), Dry
Mouth (4%, 1%), Palpitations (2%,1%), Anorexia (2%, 0%), Tremor (2%,0%).

Adverse Reactions Reported by ≥2% of Adult Patients with ADHD Taking VYVANSE
and at least Twice the Incidence in Patients Taking Placebo - VYVANSE (n=358),
Placebo (n=62): 
Decreased Appetite (27%, 2%), Insomnia (27%, 8%), Dry Mouth (26%, 3%), Diarrhea
(7%, 0%), Nausea (7%, 0%), Anxiety (6%, 0%), Anorexia (5%, 0%), Feeling Jittery
(4%, 0%), Agitation (3%, 0%), Increased Blood Pressure (3%, 0%), Hyperhidrosis (3%,
0%), Restlessness (3%, 0%), Decreased Weight (3%, 0%), Dyspnea (2%, 0%), 
Increased Heart Rate (2%, 0%), Tremor (2%, 0%), Palpitations (2%, 0%).

 BRIEF SUMMARY: Consult the Full Prescribing Information for complete product information.
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In addition, in the adult population erectile dysfunction was observed in 2.6% of males
on VYVANSE and 0% on placebo; decreased libido was observed in 1.4% of subjects
on VYVANSE and 0% on placebo. 
Postmarketing Experience
The following adverse reactions have been identified during post approval use of 
VYVANSE. Because these reactions are reported voluntarily from a population of 
uncertain size, it is not possible to reliably estimate their frequency or establish a causal
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FROM THE CHAIRMAN

A Work in 
Progress
O

ur country’s founders embarked on a dream. They did not 

know what would happen, and they did not agree on how our 

new world should work. They hoped for a better world, and 

they recognized a need for change. 

Here we are at the birthday of our country, recognizing we are still 

a work in progress, and we still have some changes we need to make 

to live up to the ideals of the United States of America and our found-

ing fathers. How do we do it? We do it one step at time, always keep-

ing in mind those precious ideals, believing we can reach them. 

The same is true in medicine and psychiatry. Awais Aftab, MD, 

starts us on this voyage in his discussion with Anne Harrington, 

DPhil. A critical historian, Harrington walks the fine line of “poking 

holes in the narrative without legitimizing the antipsychiatry story” 

in her efforts to push for positive changes. Her work helps to rein-

force the notion that psychiatry may be a work in progress as well as 

the importance to regularly question and reevaluate the progress. 

Similarly, our front-page story pulls together great minds to consider 

how psychiatry and health care might morph to better meet the needs of 

patients. Erin Smith, William Ellsworth, Charles F. Reynolds III, MD, 

Michael Berk, MD, PhD, Harris A. Eyre, MBBS, PhD, and Helen 

Lavretsky, MD, MS, discuss the steps that should be considered, includ-

ing recognizing the current challenges coupled with the pandemic’s im-

pact. By leveraging experts from different fields—even those beyond 

medicine—convergence psychiatry may very well be the answer. Only 

time will tell how this work-in-progress unfolds.  

In the clinical world, psychiatry looks for new ways to improve 

care. Jon E. Grant, JD, MD, MPH, and Samuel R. Chamberlain, MD, 

PhD, explore the neurobiology of obsessive-compulsive disorder and 

what it might mean for improving outcomes. Also in this issue, David 

N. Osser, MD, recognizes the need to ask the tough questions and to 

re-evaluate old standby treatment strategies. He leverages data from 

recent studies to determine what role valproic acid should really play in 

treating bipolar disorder. 

As we all take one step at a time to reach our ideals, our goal is that, 

one page at a time, Psychiatric Times continues to provide you with 

the timely commentary and clinical guidance you need to reach the 

ideals you want in your practice. ❒

Mike Hennessy Sr
Chairman and Founder, MJH Life Sciences
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O ver the past 3 months I have 
learned a lot from my patients, 
some of whom I have been 

treating for 13 years. If I had to take 
an exam this past March predicting 
how my various patients would re-
spond to, and be impacted by, the 
dramatic events we have endured, I 
surely would have failed. It has been 
a stark reminder of the complexities 
underlying each individual’s consti-
tution, resilience, adaptability, and 
self-awareness as to how they fit in to 
the universe’s big picture.

My first surprise was how well 
several of my patients with signifi-
cant anxiety disorders were coping 
with the COVID-19 pandemic. A re-
curring theme for a subset of these 
patients was their satisfaction and 
sense of mastery at how well they 
were coping with the societal disrup-
tion and global fears. One patient 
shared how she was intrigued by how 
anxious many of her friends and 
co-workers were. When she was 
asked how she could remain so calm 
in the face of all of the uncontrollable 
stressors the pandemic created, she 
simply stated that she had been chal-
lenged by anxiety all of her life and 
had developed strategies to cope and 
reframe her relationship to stressors. 
She told me she experienced a sense 
of self-mastery.

Another patient who has suffered 
from severe obsessive-compulsive 
disorder, which created a secondary 
social anxiety and social avoidance, 
described feeling guilty because she 
rather enjoyed the empty streets, 
closed stores, and social distancing. 
Her anxiety was increased by the 

thought of our state re-opening.
Another subset of my patients, 

many with chronic and severe mental 
illnesses, were unphased by the pan-
demic’s intrusion; they shared that 
nothing had really changed for them. 
Their day-to-day activities were pret-
ty much the same.

One patient, a man in his 50s with 

a lifelong history of severe social 
anxiety and chronic depression of 
variable intensity, reported a signifi-
cant increase in anxiety as well as the 
new onset of severe insomnia. The 
patient lives alone and has been on 
disability for decades. His meager 
disability income combined with 

food stamps and fuel assistance bare-
ly allowed him to pay his monthly 
bills. With great determination and 
motivation, about 8 months ago he 
began a part-time job working 10 to 
15 hours a week—his first job in de-
cades. With a little extra money every 
month, he decided to enroll in a basic 
cable TV plan, which opened access 
to 24/7 cable news with all of its fury.

He directly connected his in-
creased anxiety and insomnia to his 
newfound daily exposure to cable 
news, which inundated him with re-
ports of a country and a world that 
had become extremely dangerous 
and violent. His anxiety and fear in-
creased whenever he stepped out of 
his apartment. He said he would lay 
in bed at night with frightening imag-
es from the day’s news, unable to 
sleep, and worried about what tomor-
row might bring.

Reflecting on his experience, I 
was reminded of one of my favorite 
quotes from J. Krishnamurti, a phi-
losopher who was often described as 
the “guru’s guru.” He repeatedly stat-
ed: “Consciousness is its content.” So 
simple, yet so profound. I read more 
Krishnamurti during medical school 
than any other subject, despite his 
books not being a part of our curricu-
lum. The insights he stirred up in me, 
along with my experience with 
Mindfulness Meditation working 
with Jon Kabat-Zinn, PhD, in the De-
partment of Medicine’s Stress Reduc-
tion and Relaxation Program at the Uni-
versity of Massachusetts Medical Center, 
were the 2 factors that led to my decision 
to become a psychiatrist.

“Consciousness is its content”—
such a simple phrase; yet it contains 
the roadmap to peace of mind. In ret-
rospect, many forms of psychothera-
py are based on this underlying prin-
ciple. An obvious example is 
cognitive behavioral therapy, where-
by in order to reframe or modify an 
automatic thought, perception, or 
judgement, the first step is to recog-
nize the content of the mind’s narra-
tive that has created the experience. 
In my view, mindfulness practice is 
an important part of the triad in Dia-
lectical Behavior Therapy for the 
same reason. Over the years, I have 

developed a brief exercise that I use 
myself—and I teach to many of my 
patients—to disrupt an unskillful 
cognitive or emotional loop and 
choose a healthier content for my 
mind.

The first step is the most 
challenging, and it is 
strengthening the ability of my 
mind to recognize when it is 
filled with content worth 
removing or changing. As soon 
as the recognition occurs, the 
exercise begins:

1 STOP. I wake myself out of the 
trance of thought that I am in, 

often by saying the word stop to 
myself.

2 BREATHE. I consciously take 
a slow, deep breath, sending 

relaxation throughout my mind 
and body, and clearing the 
content of my mind.

3 REFLECT. Once grounded in 
the present moment, I reflect 

on the mind content that was 
present and consider options on 
which I should focus my attention.

4 CHOOSE. I choose what 
appears to be the healthiest 

and most appropriate mind 
content with which to fill my 
consciousness.

Although simple in concept, it is a 
very challenging exercise to practice. 
By repeating this exercise over and 
over, the brain appears to rewire itself 
so that the mind moves away from 
the unhealthy content, and increas-
ingly toward healthier content with 
all of the associated benefits. To be 
clear, I am using the terms brain and 
mind loosely.

Returning to my patient who  sud-
denly had access to cable TV, his 
mind’s content had become filled 
with the residue of the Breaking 
News, which is usually jarring and 
commonly contains content that is 
unpleasant and fear-provoking. By 
limiting exposure to this content—by 
watching enough to remain informed 
but limiting the amount to decrease 
agitation and anxiety and fear—a 
balance may be established to opti-
mize good mental health. After ex-
ploring options with this patient, we 
developed a plan whereby he would 
watch cable news for 30 minutes, 3 
days per week. No prior authoriza-
tion was needed.

Inbreath . . . outbreath . . .❒

John J. Miller, MD | Editor in Chief

DR MILLER is Medical Director, 
Brain Health, Exeter, NH; Editor in 
Chief, Psychiatric Times; Staff 
Psychiatrist, Seacoast Mental Health 
Center, Exeter, NH; Consulting 
Psychiatrist, Exeter Hospital, Exeter, 
NH; Consulting Psychiatrist, Insight 
Meditation Society, Barre, MA.

FROM THE EDITOR

Rx: Limit Watching the News 
to 30 Minutes, 3X/Week

His mind's content had become filled 

with the residue of the Breaking News, 

which is usually jarring and commonly 

contains content that is unpleasant 

and fear-provoking.
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A Black 
Man’s Lament 

T he words, “You already have 3 
strikes against you,” spoken 
by my mother during child-

hood periodically echo in my 
thoughts. She was preparing me for 
the goliaths that I would need to de-
feat on my path to becoming a phy-
sician because of my worn identity: 
a black male. She equipped me with 
tools that would allow me to “flour-
ish” in a world that would ostensi-
bly welcome me to the table of 
communion singing the popular 
refrain, “All lives matter.” Howev-
er, I have realized over the years 
that the bread and wine we ingest 
at this table is fraught with internal 
deception. The table invites the 
black man to share his concerns, 
but we must be pristine in our ver-
nacular and our delivery. We must 
avoid any perception that we are 
intending to inflict moral injury to 
the egos of the majority. We must 
adapt to an environment that attempts 
to silence our voices and knees of 
advocacy. We are contemporary 
slaves, irrespective of our educa-
tional attainment and shackled by 
an unjust criminal justice system, 
white privilege, and a national ad-
ministration who uses racially 
charged language.  

The recent ghastly killings of Ah-
maud Arbery, Breonna Taylor, and 
George Floyd have taken an emo-
tional toll on my heart. Their deaths 
remind me that the pursuit of happi-
ness and longevity remain a dream 
deferred for Black America due to 
systemic racism. It is a constant re-
minder of the invalidation I feel 
when white America is offended by 
the term white privilege.  It is a con-
stant reminder that Frank Clark, a 
young, intelligent, gifted, black male 
physician could be the next to say, “I 
can’t breathe.” 

As I reflect on the current state 
of our country and the deafening 
silence by some who claim to be 
our allies, I harken back to the fol-
lowing statement made by civil 
rights activist Dr Martin Luther 
King Jr during his stent in the Bir-
mingham jail. King wrote: 

First, I must confess that 
over the last few years I 
have been gravely disap-
pointed with the white 
moderate. I have almost 
reached the regrettable 
conclusion that the Ne-
gro’s great stumbling block 
in the stride toward free-
dom is not the White Citi-
zen’s Counciler or the Ku 
Klux Klanner, but the 
white moderate who is 
more devoted to ‘order’ 
than to justice; who con-
stantly says: ‘I agree with 
you in the goal you seek, 
but I can’t agree with your 
methods of direct action’;  
who paternalistically feels 
he can set the timetable for 
another man’s freedom; 
who lives by a mythical 
concept of time and who 
constantly advises the Ne-
gro to wait until a ‘more 
convenient season.’

Unfortunately, King’s words still 
ring true in 2020, which should 
prompt a call to action. I believe that 
our country can rise from the pits of 
hate and white supremacy that have 
plagued our country for hundreds of 
years. This requires humility, trans-
parency, and authenticity. Therefore, 
I am asking my white brothers and 
sisters—and those of all races—to 
join me in the choir that is yearning 
for voices to collaborate in this fight 
toward justice and equity. I am ask-
ing you to come out of your ivory 
towers of privilege and partner with 
me. Only then can we abolish the 
injustices of this world and shower 
one another with love. 

Dr Clark is Clinical Assistant 
Professor, University of South 
Carolina School of Medicine, 
Greenville, SC, and Medical Director 
& Division Chief for Adult Inpatient 
and Consult-Liaison Services for the 
Department of Psychiatry and 
Behavioral Medicine at Prisma 
Health. ❒

» Frank A. Clark, MD

JULY 2020COMMENTARY
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C A P LY TA  F O R  S C H I Z O P H R E N I A  
I N  A D U LT S

        THIS ISN’T JUST A COFFEE RUN.

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

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

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

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

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

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

PSY0720_008-010_Caplyta.indd   8PSY0720_008-010_Caplyta.indd   8 6/24/20   2:06 PM6/24/20   2:06 PM



SEE ITS EFFICACY AT CAPLYTAHCP.COM

CAPLYTA is a trademark of Intra-Cellular Therapies, Inc.  © 2020 Intra-Cellular Therapies, Inc. All rights reserved. 05/2020 US-CAP-1900006

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

Reference: 1. CAPLYTA prescribing information, 2019.

IT’S REAL  
 PROGRESS.        THIS ISN’T JUST A COFFEE RUN.

 •  In clinical trials, the most common adverse reactions  
were somnolence/sedation (24%) and dry mouth (6%)1

Choose CAPLYTA to help control  
your patients’ symptoms with low  
rates of side effects1

Drug Interactions: Avoid concomitant use with CYP3A4 inducers, 
moderate or strong CYP3A4 inhibitors and UGT inhibitors.

Special Populations: Neonates exposed to antipsychotic drugs during 
the third trimester of pregnancy are at risk for extrapyramidal and/or  
withdrawal symptoms following delivery. Breastfeeding is not recommended.
Avoid use in patients with moderate or severe hepatic impairment.

Adverse Reactions: The most common adverse reactions in  
clinical trials with CAPLYTA vs. placebo were somnolence/sedation 
(24% vs. 10%) and dry mouth (6% vs. 2%).

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

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

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

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

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

•   Dysphagia. Use CAPLYTA with caution in patients at risk  
for aspiration.
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Brief Summary of Full Prescribing Information.

CAPLYTA™ (lumateperone) capsules, for oral use
Initial U.S. Approval: 2019

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS WITH  
DEMENTIA-RELATED PSYCHOSIS

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.

INDICATIONS AND USAGE 
CAPLYTA is indicated for the treatment of schizophrenia in adults.
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.
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 admin-
istration of anti-psychotic 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 treat-
ed 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 like-
ly 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 treat-
ment 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 mask-
ing 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. 
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%, respective-
ly. 4.7% of patients with normal hemoglobin A1c (<6.5%) at baseline developed  
elevated levels (≥6.5%) post-baseline. Dyslipidemia - Antipsychotics have caused 
adverse alterations in lipids. Before or soon after initiation of antipsychotic med-
ications, obtain a fasting lipid profile at baseline and monitor periodically during  
treatment. 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. Weight Gain -  
Weight gain has been observed with use of antipsychotics. Monitor weight 
at baseline and frequently thereafter. 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.
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 clinical-
ly 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 orthostat-
ic hypotension and syncope. Generally, the risk is greatest during initial dose  
administration. In these clinical 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%.  Orthostatic vital signs should be mon-
itored 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.
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. 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. Patients 
should be cautioned about operating hazardous machinery, including motor vehi-
cles, until they are reasonably certain that therapy with CAPLYTA 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 CAPLYTA with caution in patients who may experience 
these conditions.
Dysphagia: Esophageal dysmotility and aspiration have been associated with  
antipsychotic drug use. Antipsychotic drugs, including CAPLYTA, should be used 
cautiously in patients at risk for aspiration.

ADVERSE REACTIONS
The following adverse reactions are discussed in detail in other sections of the 
labeling: Increased Mortality in Elderly Patients with Dementia-Related Psycho-
sis; Cerebrovascular Adverse Reactions, Including Stroke, in Elderly Patients with  
Dementia-related Psychosis; Neuroleptic Malignant Syndrome; Tardive Dyskinesia; 
Metabolic Changes; Leukopenia, Neutropenia, and Agranulocytosis; Orthostatic  
Hypotension and Syncope; Falls; Seizures; Potential for Cognitive and Motor Impair-
ment; 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 safety of CAPLYTA has been evaluated  
in 1724 adult patients with schizophrenia exposed to one or more doses. Of 
these patients, 811 participated in short-term (4- to 6-week), placebo-controlled  
trials with doses ranging from 14 to 84 mg/day. A total of 329 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. 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) are shown in Table 1. 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). Table 1 in the full Prescribing  
Information displays Adverse Reactions Reported in ≥2% of CAPLYTA-Treated 
Patients in 4- to 6-week Schizophrenia Trials. Adverse reaction is followed by 
percentage of patients treated with CAPLYTA 42mg (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 Transami-
nases Increased2 (2%, 1%); Decreased Appetite (2%, 1%). 1 Dizziness, dizziness 
postural; 2 ALT, AST, “hepatic enzymes” increased, or liver function test abnormal.
Dystonia: Symptoms of dystonia, prolonged abnormal contractions of mus-
cle 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: In the 4- to 6-week, placebo-controlled trials, the fre-
quency 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 trials, data were collected using 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). 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.

DRUG INTERACTIONS
Table 2 in the full Prescribing Information displays 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. Exam-
ples 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. UGT Inhibitors:  
Concomitant use of CAPLYTA with UGT inhibitors may increase the exposure of 
lumateperone and/or its metabolites. Avoid concomitant use of CAPLYTA with UGT 
inhibitors. Examples of UGT inhibitors include: Valproic acid, probenecid

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 ex-
posed to antipsychotic drugs during the third trimester are at risk for extrapyramidal  
and/or withdrawal symptoms following delivery. 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. 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. 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 Consider-
ations - Disease associated maternal and/or embryo/fetal risk: There is risk to the 
mother from untreated schizophrenia, including increased risk of relapse, hospital-
ization, 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 extra- 
pyramidal 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) 
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such as a professional diagnosis be-
ing reduced to a “checklist-style 
amalgamations of symptoms,” and an 
alarming degree of “trial-and-error 
medication management” taking 
over practice.

Psychiatry is characterized by 
multiple complex interacting, bio-
logical, social, medical, psychologi-
cal, and related systems. Conse-
quently, it is important to note that 
these challenges are not nostalgic 
arguments for a return to the insular, 
often unscientific psychodynamic 
practice of psychiatry that marked 
the 20th century. Instead, they indi-
cate the need to forge a new path, 
one with an approach ready to meet 
the unprecedented and complex sys-
temic mental health challenges of 
the 21st century.

Indeed, the 21st century will be 
largely defined by our collective re-
sponse to the global mental health cri-
sis. According to a recent World 
Health Organization (WHO) report, 
around 450 million people currently 
suffer from mental health conditions, 
making brain disorders among the 
leading causes of ill health and dis-
ability worldwide. The world’s failure 
to respond to the mental health crisis 
has resulted in a “monumental loss of 
human capabilities and avoidable suf-
fering.”2 Many of these issues will be 
magnified by COVID-19 that will re-
sult in social and physical distancing, 
economic hardship, and challenges in 
accessing care (Table 1).

A paradigm shift is needed in or-
der to solve the unprecedented com-
plexities and challenges associated 
with the current global mental health 
crisis. Indeed, scientific progress 
may be seen as “a series of peaceful 
interludes punctuated by intellectual-
ly violent revolutions.”3 A conver-
gence science approach is needed to 
address the global mental health cri-
sis, bringing about an urgently need-
ed revolution in science and society.

Convergence science integrates 
knowledge, tools, and thought strate-
gies from various fields for tackling 
challenges that exist at the interfaces 
of multiple fields.4 In the context of 
mental health, convergence involves 
the integration of scientists, clini-
cians, bioinformaticists, global 
health experts, engineers, technology 
entrepreneurs, medical educators, 
caregivers, and patients. Synergy be-
tween government, academia, and 
industry is also vital. Convergence 
mental health is the approach used 

for mental health (Table 2).

Innovation and entrepre-
neurship with convergence 
science
COVID-19 can provide a framework 
for a convergence science approach 
to tackling the global mental health 
crisis. Akin to COVID-19 efforts, 
solutions to the global mental health 
crisis will require the traditional sci-
ences of chemistry, biology and vi-

rology, and the new sciences of big 
data and artificial intelligence, com-
puter science and statistical models, 
and -omics medicine. Subsequently, 
solutions will need sociologists, psy-
chologists, philosophers, ethicists, 
scientists, media practitioners, crisis 
management experts, policy makers, 
and senior civil servants.

The demands of today’s global 
problems—especially the mental 
health crisis—also necessitate a fun-
damental shift in approaching educa-
tion and workforce development. In-
dividuals in a convergence science 
workforce must be equipped with 

deep expertise in their field, while 
also having literacy and understand-
ing across a broad range of disci-
plines necessary for transdisciplinary 
collaborations.5,6

We must be willing to rethink edu-
cation and training for researchers, 
clinicians, and others within tradi-
tional health care fields. Education 
needs to shift toward skill sets adapt-
able to diverse problems. Unconven-
tional skills and topics, such as design 
thinking, entrepreneurship, computer 
science, cryptography, and the like, 
could be incorporated into learning. 
Creative education opportunities such 
as mini-fellowships or exchanges 

may facilitate divergent thinking.
Traditional education pathways as 

the sole means of involvement in 
mental health research must also be 
reconsidered. To develop innovative 
solutions, a diverse array of solvers is 
needed. Collective intelligence—in-
cluding citizen scientists—must be 
leveraged. Bansho, the Japanese 
method of collective problem-solv-
ing, teaches people to grasp connec-
tions and progressions of the think-
ing needed to develop solutions. It 
may provide a framework for educa-
tion and training modules for conver-
gence science researchers.

In 2001, InnoCentive was 
co-founded by Alph Bingham, PhD, 
and Aaron Schacht to crowdsource 
solutions to the most intractable solu-
tions.7 As a space for dialogue be-
tween specialists and industry outsid-
ers was created, fresh ideas to 
persistent questions were found. A 
chemist from Illinois, John Davies, 
was able to use an idea from his ear-
lier career in construction to help 
solve the cleanup of the Exxon Val-
dez oil spill on Alaska’s coast.8 Other 
organizations have also utilized the 
InnoCentive model, including Kag-
gle, which is dedicated to problems 
in machine learning.9 Both InnoCen-
tive and Kaggle have methods that 
are currently being adapted to devel-
op solutions for COVID-19 related 
issues and could be used to develop 
mental health solutions in the future.

In low- and middle-income set-
tings, where there are few psychia-
trists, greater deployment of commu-
nity health workers is important to 
provide essential care. This requires 
transdisciplinary thinking. A recent 
clinical trial explored the role of lay 
counsellors in providing a “depres-
sion in later life” intervention in Goa, 
India.10 In this randomized clinical 
trial, lay counselors provided prob-
lem-solving therapy, brief behavioral 
treatment for insomnia, education in 
self-care of common medical disor-
ders such as diabetes, and assistance 
in accessing medical and social pro-
grams. The intervention was effec-
tive for preventing episodes of major 
depression in older persons with sub-
syndromal symptoms. Furthering the 
reach of lay counsellors, promising trial 
data now show the value of internet- 

Convergence Mental Health
Continued from Cover

Table 1. Major issues for global mental heatlh

  High and rising burden of comorbid 
noncommunicable medial disease

  Climate change and related mental health issues

  Acceleration of global pandemic illnesses and related 
mental health issues

  Loneliness and social isolation

  Changing interactions from face-to-face to social 
media

  Global population aging and unique bio-psycho-
socio-cultural considerations for late-life mental 
health

  Adverse psychological impacts of social media use 
for child and youth persons

  The widening Gini coefficient, the gig economy and 
economic insecurity

  Lack of adequate caregiver support allied with health 
systems that rely on caregiver support

  High rates of comorbidity with other mental and 
physical disorders

  Poor reliability of current diagnostic methods

  Inadequacies of current screening and diagnostic 
approaches 

  Trial-and-error treatment approaches

  Inadequate utilization of prevention and rehabilitation 
methods

  Lack of investment in novel therapeutics by 
pharmaceutical companies

  Insufficient global health care resources devoted to 
mental health

  Lack of translation of evidence-based data from 
randomized controlled trials into pragmatic, real-
world care and caring

  Need for greater dissemination and implementation 
science 

  Need for integration and innovation of social, 
behavioral, economic, and related sciences

  Loss of novel innovations progressing through the 
‘valley of death’ (solution development period after 
the discovery phase and before the commercialization 
phase)

A paradigm shift is needed to solve the 
unprecedented complexities and challenges 

associated with the current mental health crisis.
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based behavioral activation with lay 
counsellor support for the treatment 
of depression.11

A convergence workforce adept at 
navigating the adoption of new tech-
nological innovations is especially 
important. Technology will continue 
to fundamentally shift the way we 
conceptualize and treat mental health 
conditions. For example, Mindstrong 
aims to provide continuous digital 
biomarkers of mood and cognition to 
support diagnosis, prognosis, and 
treatment monitoring.12 Born from 
convergence science, Mindstrong 
originated from prior work of 
co-founder Paul Dagum, MD, PhD, 
in cybersecurity. Adopted for mental 
health conditions, it may make it pos-
sible to detect prodromal stages of 
mental health conditions, enabling 

objective measurements and the op-
portunity for early intervention and 
prevention.

The same technologies used for 
early detection and monitoring may 
also be used to deliver treatment and 
interventions. For example, Akili In-
teractive Labs builds clinically vali-
dated cognitive therapeutics, assess-
ments, and diagnostics that look and 
feel like video games and has submit-
ted prescription video games for peo-
ple with attention-deficit/hyperactiv-
ity disorder for FDA approval.13,14 A 
recent review of the mental health 
technology field projected there will 
be 1000 mental health startups by the 
end of 2020.15 See the Examples of 
Convergence Mental Health in Ac-
tion at the end of this article for more 
information.

Conclusion
The progress in technological ad-
vancements like the printing press and 
developments in science, art, philoso-
phy, and trade that underpinned the 
Renaissance period was sparked by a 
convergence approach that merged 
science and humanities.16 A similar 
revolution will occur with conver-
gence mental health solutions, ensur-
ing greater integration of social scienc-
es in care. Mental health is an 
inherently human undertaking. In-
deed, convergence mental health 
should employ considerations from 
the new field of responsible innovation 
in mental health, which is “a collabo-
rative endeavor wherein stakeholders 
commit to clarifying and meeting a set 
of ethical and social principles by de-
signing solutions to sustainably ad-

dress the needs and challenges of men-
tal health systems.”17

Convergence mental health must 
also address the social determinants 
of health and be mindful of the 
world’s immense cultural diversity. 
Addressing the social determinants 
and cultural components of mental 
health requires rethinking our con-
cept of disease and integration among 
health systems, local community 
partners, and coordination at a na-
tional or international level. Ensuring 
that there is a place for social science 
is critical to achieve a convergence 
approach and provides an opportuni-
ty to prevent mental health disorders, 
improve mental health at a popula-
tion level, and reduce social and 
health inequalities.

Psychiatry has a major opportuni-
ty to leverage convergence science 
that will lead to innovation and prog-
ress. Ultimately, convergence mental 
health will help usher in a new era of 
care marked by bridging the divergent 
fields of medical practice, integrating 
insights from the brain and mind. 
Convergence mental health holds the 
potential to integrate technological 
innovations, insights from other areas 
of medicine, paradigmatic research 
shifts that blur existing boundaries 
between academia and industry, so-
cial determinants of health, philan-
thropy, and unconventional funding 
mechanisms. These changes will re-
sult in better patient outcomes and 
ensure greater health justice for all 
people by preparing psychiatry to 
meet the unprecedented mental health 
challenges of the 21st century.

We hope to offer brainstorming 
opportunities and solutions in our 
forthcoming book, Convergence 
Mental Health: A Roadmap Towards 
Transdisciplinary Innovation and 
Entrepreneurship, scheduled for 
publication in late 2020. We only 
hope to keep up with the world that is 
rapidly changing in front of our eyes.
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Table 2. Convergence mental health overview

This figure is adapted from Smith et al.27

 
Foundational convergence 
science disciplines

  Computer Science
  Physics
  Engineering

  Chemistry
  Biology

  Values
  Beliefs
  Attitudes

  Behaviors
  Conceptual skills and knowledge

  Public Health (global health, 
management, epidemiology)

  Biomedical engineering
  Social sciences

  Entrepreneurship (social, for profit, 
intrapreneurship)

  Neuroscience
  Big data (artificial intelligence, etc)

  Continue to build the case for 
novel convergence approaches

  Bolster networks and communities 
of practice

  Refine structures that support and 
incentivize convergence

  Refine criteria for success 
reflective of convergence

  APEC Digital Mental Health Hub
  Brainstorm Lab, Stanford 

University
  Harvard McLean Institute for 

Technology in Psychiatry
  Brain Mind
  BRAIN Initiative
  Translational Research Institute  

for Space Health, BCM

  Healthy Brain Financing Initiative, 
OneMind, World Bank, National 
Academy of Medicine

  Global Brain Health Institute, 
UCSF & Trinity College Dublin

  WEF Future Council on 
Neurotechnologies

  ORCATECH, OHSU

PUBLIC
  Local government
  State government
  National government
  Bilateral
  Multinational
  Transnational
  Departments of: 

social sciences, 
health, science, 
innovation, industry

NOT FOR PROFIT
  Advocacy 

organizations
  Foundations

PRIVATE
  Small- and medium- 

sized enterprises
  Large corporations 

(health insurance, 
tech, pharma, 
biotech, health 
providers)

  Angel Investors
  VCs, private equity 

investors
  Philanthropists
  Social impact 

investigating

ACADEMIA
  Basic sciences
Clinical sciences
  Translational 

sciences
  Educational and 

workforce 
development

  National
  International

BLENDED
  Public-private 

partnerships

Elements of a 
“Transdisciplinary  
Orientation”

Applied disciplines core to 
convergence mental health

Effects to enrich  
convergence mental health

Operational approaches

Example convergent  
projects
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Examples of Convergence Mental Health in Action

By bringing together various disciplines and thought leaders, a true 
revolution and unlimited advancement is really possible. Here are 
some examples of convergence mental health in action.

Precision psychiatry. This is a subfield of 
precision medicine that aims to personalize and 
tailor psychiatric treatments to each individual 
patient.18 Standard one-size-fits-all approaches 
are ineffective for multifarious conditions. For 
example, major depressive disorder (MDD) di-
agnostic criteria include increased sleep or de-
creased sleep, increased appetite or decreased 
appetite, and so forth: there are 10,377 differ-
ent symptom combinations that would give this 
same diagnosis.

Pharmacogenetics. Pharmacogenetics tar-
gets pharmaceuticals based on an individual’s 
genetic profile. It is closely related to precision 
psychiatry. A meta-analysis was conducted of 
prospective, randomized controlled trials (RCTs) 
that examined pharmacogenetic-guided deci-
sion support tools (DSTs) relevant to depressive 
symptom remission in major depressive disor-
der.19 A total of 1737 eligible subjects from five 
RCTs were examined. All trials included used 
tools with black boxes. Individuals receiving 
pharmacogenetic-guided DST therapy (n = 
887) were 1.71 (95% CI: 1.17-2.48; P = .005) 
times more likely to achieve symptom remission 
relative to individuals who received treatment as 
usual (n = 850).

Affective computing. Affective computing is 
the branch of computer science focused on 
building machines that can detect, process, or 
simulate emotion or other affective phenomena. 
One notable example of a company at the fore-
front of this field is Affectiva, which develops soft-
ware to recognize human emotions based on fa-
cial cues or physiological responses.20 Sharp 
progress in artificial intelligence (AI) capabilities 
has been helpful in advancing affective comput-
ing technologies. There are myriad possibilities 
for affective computing to be used to improve 
mental health care.

Mind-body therapies. New research into 
mind-body based treatments for mental illness 
has shown promise. Meditation is well-validated 
for mental health therapy, as are other practices 
like yoga.21-23 Ultimately, these approaches may 
help create multicomponent interventions and 
help evaluate neurobiological mechanisms of 
mental health conditions.

Mental health innovation diplomacy.
Mental health innovation diplomacy is a frame-
work for global mental health diplomacy that fo-
cuses on the role of innovation. It recognizes 
the critical role that entrepreneurship has on the 

mental health ecosystem and emphasizes the 
ethical and deeply human considerations of 
progress in this space.24

Psychiatric cell map initiative. The psy-
chiatric cell map initiative aims to map the phys-
ical and genomic interaction networks underly-
ing mental health conditions including autism 
spectrum disorders, Tourette disorder, epilepsy, 
intellectual disability, and schizophrenia.25

Healthy brain financing initiative. Un-
conventional funding for mental health research 
is especially important. Along with traditional 
routes of funding, social impact investing and 
philanthropy may play a pivotal role in this type 
of funding. Such funding is exemplified by the 
healthy brain financing initiative, which is a $10 
billion social impact bond to fund research for 
global mental health.26

Brainstorm: the Stanford Lab for Men-
tal Health Innovation courses at Stan-
ford University. The Brainstorm lab leads 2 
innovative courses: PSYC 240: Designing for 
the 2 Billion: Leading Innovation in Mental 
Health and PSYC 242: Mental Health Innova-
tion Studio: Entrepreneurship, Technology and 
Policy. For details see: 
https://www.stanfordbrainstorm.com/courses.

“Technology will continue to fundamentally shift the 
way we conceptualize and treat mental health 

conditions.”
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cerns for psychiatrists. For example, 
what is the effect on patients and 
their families if their prayers for ail-
ing loved ones are not answered? 
What is the potential for religious 
and spiritual interventions to re-
lieve—or to exacerbate—the stress 
of the COVID-19 pandemic? In this 
article, we explore the double-edged 
sword of religious and spiritual re-
sponses to the pandemic.

The upside of religion and 
spirituality during the  
pandemic
A recent survey sponsored by the 
American Psychiatric Association 
highlighted the adverse psychologi-
cal effects of the current pandemic 
and the prominent place of religious 
faith in addressing these effects.3 The 
survey results indicate that nearly 
half of Americans (48%) are anxious 
about the possibility of contracting 
coronavirus; about 40% are anxious 
about becoming seriously ill or dying 
from coronavirus; and even more 
Americans (62%) are anxious about 
the possibility of family and loved 
ones getting coronavirus. The APA 
survey is cited in a new Department 
of Health and Human Services (DH-
HS) resource for faith-based leaders 
assisting their communities to man-
age the challenges COVID-19 pres-
ents to their faith and lives. Impor-
tantly for our topic, DHHS cites 
research that “one in four people who 
seek help for mental health concerns 
turn to faith leaders before they seek 
help from clinical professionals.”4

Indeed, there is a long philosophi-
cal and historical relationship be-
tween religion, spirituality, and heal-
ing, as well as a modern body of solid 
empirical evidence showing the ben-
eficial effects that traditional religion 
and more contemporary spirituality 
have on physical and mental health.5 
Although there is valid criticism of 
the methodological limits of some 
studies—including, for example, the 
difficulty in establishing causality—
most health care practitioners, in-
cluding mental health professionals, 
have seen these benefits for many 
patients under their care.

For example, a rigorous 16-year 
follow-up study showed that women 
(N = 74,534) who attended religious 
services more than once per week ex-
perienced 33% lower all-cause mor-

tality, including cancer and heart dis-
ease, compared with women who had 
never attended religious services.6 Li 
and colleagues noted that, “There may 
be many pathways from attendance at 
religious services to health” and that 
effects on depressive symptoms, 
smoking, social support, and opti-
mism were potentially important me-
diators. No single mediator explained 
more than about 25% of the effect.

Even more pertinent to psychiatry 
findings from a study published in 
the American Journal of Psychiatry 
suggest that persons who endorsed 
religion and spirituality as being of 
“high importance” in their lives had 
only one-tenth the risk for depression 
(especially recurrent depression), 
compared with those for whom reli-
gion was of less or no importance—
no matter the nature of the religious 
or spiritual beliefs. 7 This association 
held true even more strongly if an in-
dividual had a depressed parent.

We might just say, all well and 
good: religion and spirituality, 
through 1 or more mechanisms, can 
have a positive impact on heart dis-
ease and depression. But how could 
religious belief and spiritual practice 
be helpful in the worldwide 
COVID-19 pandemic when we do 
not even have a vaccine? Intuitively, 
it might seem more likely that, in the 
context of such a devastating plague, 
certain religious beliefs would only 
worsen fear and despair—perhaps 
conjuring up images of apocalyptic 
plagues and divine punishment for 
sin, or leading people to feel that God 
had abandoned them and then to re-
ject religion and spirituality com-
pletely.

Although scientific research on 
this issue is not yet available, news 
stories and public opinion polls sug-
gest that the picture is actually more 
ambiguous, and that there is both an 
up- and a downside to religion and 

spirituality in COVID-19, as we will 
discuss in the remainder of this article.

Many mainstream churches, syn-
agogues, mosques, and temples—
faced almost overnight with the need 
to promote public health restrictions 
and cancel the services that are the 
heart of much communal worship—
developed an online presence that 
reduced isolation and offered solidar-
ity in prayer, medication, and reli-

gious reading.8

Moreover, a recent Gallup Poll—
again belying the scenario that 
COVID-19 will lead to a loss of faith 
or negative expressions of religiosi-
ty—has found that the COVID-19 
crisis has enhanced spirituality and 
religion for many Americans. During 
the period when the pandemic was 
rapidly spreading to many parts of 
the US (March 28-April 1), 19% of 
those interviewed felt their faith or 
spirituality had “gotten better” during 
the crisis. Commenting on this find-
ing, Gallup senior scientist Frank 
Newport, PhD,9 observed that “One 
of the traditional roles of religious 
individuals and religious entities has 
been to serve a positive, integrative, 
pro-social, charitable function in cri-
sis situations.”

The downside of religion 
and spirituality
In our view, the best available evi-
dence points to a predominantly pos-
itive effect of spirituality/religion on 
mental health and coping, especially 
during times of crisis. However, as 
Mosqueiro and colleagues10 observe, 
“there is also a downside to this rela-
tionship . . . [as] religion can be a ma-
jor source of stress for many people.”

Thus, Rosmarin, Malloy, and For-
ester11 have described what they call 
a spiritual struggle in some individu-
als, defined as “any dysfunctional 
religious or spiritual belief that is ca-
pable of generating or exacerbating 

suffering.” This is also called nega-
tive religious coping and may include 
religious guilt, the belief that God is 
malicious, and the fear of [divine] 
retribution.11

In the context of the coronavirus 
pandemic, clinicians may need to 
consider the following questions: 
What happens to religiously oriented 
people when things go badly, despite 
their faith and prayer, when for ex-
ample, a loved one dies of COVID-19 
despite the prayers and faith in God 
of family members? Might the fami-
ly think that they did not pray hard 
enough or were not cheerful and pos-
itive enough? Or that their loved one 
was somehow unworthy of being 
saved? Consider how people of 
faith—especially someone with a 
psychiatric disorder, such as major 
depression, obsessive-compulsive 
disorder, or posttraumatic stress dis-
order—would feel if a priest, rabbi, 
or other religious leader assured them 
that if they attend a large religious 
gathering, God will protect them 
from COVID-19; and later, the indi-
vidual becomes ill and learns that 
other members of the congregation—
including, the leader himself—have 
died of COVID-19. This is exactly 
what befell a respected Virginia pas-
tor who had promised his congrega-
tion that “God is larger than this 
dreaded virus.”12 Not only may the 
members of that congregation expe-
rience an exacerbation of their under-
lying mental health condition, they 
may also lose trust in the very com-
munity and beliefs that were provid-
ing support and purpose.

We are not aware of any systemat-
ic research that has examined these 
questions with respect to the 
COVID-19 pandemic, which is still at 
a relatively early stage. However, 
studying these issues may have im-
portant implications for psychiatry 
and mental health treatment. For ex-
ample, Rosmarin and colleagues11 
found that spiritual struggle (negative 
religious coping) was a strong predic-
tor of greater symptoms of both de-
pression and mania and appears to be 
a common and important risk factor 
for depressive symptoms. However, 
religious affiliation, belief in God, 
and frequency of religious service at-
tendance were all unrelated to affective 
symptoms. These findings suggest that 
it is not religious belief or religiously 
oriented behavior per se that negatively 
affects mood; but rather, the dimension 
of spiritual struggle and its accompa-
nying cognitions (eg, “God must be 
punishing me,” “I must be unworthy 
of being saved”).

Negative religious coping may be 
more common among faiths and con-

The upside and Downside of 
Religion, Spirituality, and Health
Continued from Cover

“One in four people who seek help for mental  
health concerns turn to faith leaders before  
they seek help from clinical professionals.”
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gregations that encourage the belief 
that people can will themselves into 
remission from some disease through 
prayer—and that continued disease is 
a sure sign that the person has failed 
in some respect. Thus, Christina Pu-
chalski, MD, MS, FACP, FAAHPM, 
Director of the George Washington 
University Institute for Spirituality 
and Health, reports  “I’ve had very 
religious patients who told me that 
‘my church group said I didn’t pray 
hard enough, because otherwise my 
diabetes would have been cured.’”13

We wonder how such a self-blam-
ing belief may be playing out in very 
religious patients who are suffering 
prolonged and severe bouts of 
COVID-19—but again, we are not 
aware of research in this area, at this 
stage of the pandemic. Nevertheless, 
we note with concern CNN reporter 
Miguel Marquez’s observation at a 
recent protest against restrictions im-
posed in the wake of the COVID-19 
pandemic. 14 Marquez caught sight of 
a truck that bore the message, “Jesus 
is my vaccine.”14 As clinicians, we 
wonder what happens to people of 
strong religious faith when the “Jesus 
vaccine” does not work for them or 
their families.

Psychiatry and religious 
faith
Healthy religious and spiritual ex-
pression has almost always offered 
solace in disaster, consolation in be-
reavement, hope in sickness, and 
peace in death, for millions of human 
beings over the millennia. These are 
powerful reasons why, despite 
Freud’s prediction in Civilization and 
Its Discontents nearly 200 years ago, 
that religion was a mass delusion that 
reason would soon banish—religious 
and spiritual expression has retained 
its vital significance in human life. 
Until quite recently, Freud’s view 
captured the ambivalent, if not frank-
ly adversarial, relationship psychia-
try has had, historically, with reli-
gious belief. In our view, such animus 
is not in the best interest of our reli-
giously oriented patients. Fortunate-
ly, as Professor of Medical Human-
ities, Farr Curlin, MD,15 has noted, 
“This historical antagonism appears 
to be waning.”

We believe that mental health and 
religious professionals must work to-
gether to help persons of faith toward 
an authentic understanding of spiritu-
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al practice and religious devotion. 
Furthermore, we believe that certain 
religiously based misconceptions can 
actually work against the interests of 
the patient. For example, a purely in-
strumental view of prayer can inhibit 
what we would call the experience of 
relational openness to God. In this 
regard, Daniel Sulmasy, MD, PhD,16

a former Franciscan monk and phi-
losopher – physician, has pointed to 
the danger of “trying to control or 
manipulate God’s power, even for a 
good purpose, such as healing . . . .” 
Dr Sulmasy specifically relates this 
to the matter we raised at the begin-
ning of this article—that of the “un-
answered prayer.” He writes:

Is one to suppose that God is 
absent from those that are 
not healed? Should one ques-
tion the purity, intensity, sin-
cerity, quantity, or duration 
of these patients’ prayers or 
of those who prayed for 
them? From the point of view 
of true faith, God is never ab-
sent from persons who seek 
him with a sincere heart. Per-
sons whose prayers for heal-
ing are not answered with 
healing should not be made 
to feel guilty; they must find a 
way to understand [God’s] 
mysteries. . . 

One approach to these myster-
ies—especially in some Asian reli-
gions and in existential psychothera-
py—is to shift the focus of prayer 
from the narrowness of one’s ego to a 
wider vision of the self that encom-
passes empathy for the suffering of 
others. Religious leaders have urged 
the faithful to see the immense hu-
man anguish and economic disloca-
tion the pandemic has wrought as an 
invitation to spiritual transformation. 
Thus, the Abbott of Wat Pasukato—a 
Buddhist monastery in Thailand, the 
Venerable Phra Paisal Visalo,17 offers 
this sage advice, regarding the 
COVID-19 pandemic:

This situation has great po-
tential to help each of us to 
reduce our selfish behaviors 
and attitudes and increase 
our generosity in support of 
each other. We need to stay 
connected and encourage 
people to express their good-
ness from within, which ulti-

mately helps others.

Conclusion
Like any intervention with the power 
to effect emotional change, religious 
and spiritual approaches to serious 
illness have risks and benefits. As 
psychiatrists, we need to understand 
both the positive and negative inter-
actions of religion and spirituality 
with the particular patient’s physical 
and emotional needs—and this will 
likely differ considerably from pa-
tient to patient. We can address mal-
adaptive responses stemming from 
religious guilt and fear, while sup-
porting beliefs and practices that fos-
ter hope and resilience. Finally, we 
believe that psychiatry can play a 
useful role in re-framing the distress-
ing aspects of the current pandemic 
in the altruistic and prosocial terms 
so eloquently expressed by Phra 
Paisal Visalo.
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The Many Histories of Biological Psychiatry
Anne Harrington, DPhil
» Awais Aftab, MD

I got interested in Dr Harrington’s ideas after reading Mind Fixers, 
in which she offers a stimulating and thought-provoking historical 
perspective on the evolution of biological psychiatry from the 

German histopathologists to the present time. The history itself is 
fascinating, and she wonderfully weaves together events and figures 
scattered across space and time to create a coherent narrative. She 
also teases out the implications of this history for the future of 
psychiatry, and it is this critical and interpretative aspect of the book 
that I find to be the most valuable. In this interview, I engage Dr 
Harrington in an in-depth conversation regarding her historical 
understanding of psychiatry.  

AFTAB: I would like to commend you 
on your excellent book Mind Fixers. 
To write a good critical history of 
psychiatry one must walk a fine line: 
you have to poke holes in the estab-
lishment narrative without legitimiz-
ing the antipsychiatry story. I think 
you handled it very well. Was this 
something that weighed on your 
mind as you were writing the book?

HARRINGTON: I did think about this is-
sue, and my position was very clear. 
There are good historical reasons 
why psychiatry has so many discon-
tents. But there are also at least as 
good historical reasons to resist the 
frequent moves made by anti-psy-
chiatry critics to demonize the entire 
enterprise. In writing Mind Fixers, I 
wanted to make clear both the rea-
sons to resist demonization and 
equally the reasons for the polemics 
and polarizations. I thought it was 
important because, whatever else we 
think needs to happen, psychiatry 
and its publics need to find new 
ways to repair trust—on all sides. 
And I am persuaded that one way to 
repair trust is by helping all the 
stakeholders become clearer about 
how the field arrived at its present 
moment.

AFTAB: You describe how psychiatry 
has gone through multiple paradigm 
shifts and has overthrown one way 
of thinking for another every few de-
cades. People tend to see these para-
digms as failures, and they did fail in 
the sense that all of them aspired but 
failed to be the “theory of every-
thing” in psychiatry. Yet, in another 
sense, each paradigm taught psychi-
atry something, and there has been 
progress. 

For instance, German psychiatry 
may have failed, but Kraepelin pro-
vided an influential framework for 
classification (not to mention the dis-
coveries made with regards to the 
pathology of neurodegenerative dis-
eases and dementias). Freudian psy-
choanalysis may have failed, but 
psychoanalytic theory also contained 
valuable truths about our minds—
without which any comprehensive 
and meaningful understanding of 
psychological suffering is incom-
plete. The age of DSM may be near-
ing its demise, but it successfully 
launched an era of research whose 
fruits will outlive the DSM. 

Do you agree with this story of 
progress despite failed revolutions? 

HARRINGTON: From a historian’s per-
spective, it only makes sense to speak 
of progress, or to imagine psychiatry 
learning from each of these eras, if it 
can be shown that new generations 
are being taught to respect and reflect 
on what can be learned from projects 
and approaches that are now deemed 
overall to have largely failed. We 
cannot assume this will happen auto-
matically. On the contrary, it is my 
impression that every time the field 
has decided it is in the throes of a rev-
olution, the perspectives of rivals 
tend to get starved of oxygen. People 
become more knowledgeable about 
some things and more ignorant about 
other things. Research dollars get al-
located in ways that reflect new pri-
orities. Textbooks get rewritten in 
ways that emphasize the new ortho-
doxies. Training programs get re-
vamped. We saw this happen when 
the Freudians were largely in charge 
in the 3 or 4 decades after World War 
II. And we saw it happen again in the 

1980s and ’90s after a new medically 
minded generation largely hostile to 
psychoanalysis secured the pole po-
sition. 

This way of engaging with the 
past is, of course, not inevitable. The 
American Psychiatric Association, 
for example, could mount a whole 
new program in what we might call 
salvage psychiatry—or they could 
simply work to instill a greater his-
torical consciousness in their train-
ees. No surprise if I say that that 
would be a good thing!

AFTAB: Contemporary psychiatry sees 
Kraepelin as this heroic figure whose 
legacy has been reclaimed, and you 
rightly show that there is much in 
Kraepelin’s thoughts that modern 
psychiatry would find problematic, 
if not odious. If Kraepelin could be 
resurrected, what would he think of 
the DSM and the notion that it is 
neo-Kraepelinian? 

HARRINGTON: This is the kind of ques-
tion that, for generations, psychoan-
alysts asked about themselves—or, 
more often, about rival schools of 
psychoanalysis they saw as deviat-
ing from orthodoxy and with which 
they were quarreling. What would 
Freud think? 

While it is not the kind of ques-
tion that most historians ask, some 
critics of various versions of the 
DSM have sometimes done some-
thing a little similar: they have in-

voked Kraepelin’s original project as 
part of a larger criticism of various 
decisions made by so-called neo-
Kraepelinians. You call yourselves 
neo-Kraepelins, the argument has 
gone, but Kraepelin would have 
been horrified by what you are do-
ing! You can see these kinds of rhe-
torical moves being made at various 
points in the 1980s and ’90s, for ex-
ample, in heated debates over wheth-
er the DSM authors had chosen to 
circumscribe manic depression or bi-
polar disorder too narrowly.

AFTAB: Another fascinating thing was 
the realization that psychiatrists are 
the children of a marriage between 
the asylum doctors (alienists) and 
the nerve doctors (who were mostly 
neurologists). How did neurologists 
lose this big, lucrative market of 
treating “bad nerves” to psychia-
trists? 

HARRINGTON: Not exactly. What I 
think happened is that by the early 
20th century there was a growing 
consensus that the kind of patients 
who had once tended to visit “nerve 
doctors”—like  patients with low 
energy, vague aches and pains, 
chronic insomnia, digestion prob-
lems, etc.— were not literally suf-
fering from an overtaxed nervous 
system. They were, instead, suffer-
ing from emotional problems. As 
this conviction took hold, the once 
time-honored tool kit of nerve doc-
toring—massage, water cures, nerve 
tonics, and especially electrical 
stimulation—no longer looked cred-
ible. Nerve doctors needed to figure 
out a way to reinvent themselves. 
Some became psychotherapists, and 
some even became psychoanalysts! 
As the wonderful historian and psy-
chiatrist Henri Ellenberger wrote 
back in 1970 (in the context of a dis-
cussion about the decline of exor-
cism as an accepted treatment), 
“Curing the sick is not enough; one 
must cure them with methods ac-
cepted by the community.”1  

It would be a mistake to assume 
that, this being so, all the patients 
who might previously have sought 
help from a nerve doctor now sought 
assistance from a psychoanalyst. 
They did not. There were not enough 
psychoanalysts to go around, they 
tended to be concentrated in a small 
number of urban centers, and the 
ideas of psychoanalysis had not yet 
become a fixture of mainstream 
American popular consciousness. 

Instead, for a long time, people 
with what most clinicians judged to 

With every new chapter in the field, 
there is a risk that we don’t 
just become smarter, but 
also more ignorant.
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be emotional problems were more 
likely to see their family doctor. 
They would generally not talk about 
having depression or suffering from 
an anxiety disorder. They also would 
generally not talk about their uncon-
scious conflicts or repressed feelings. 
Instead, they would complain of 
“feeling run down,” “feeling blue,” 
suffering from insomnia, or this or 
that chronic physical problem. 

For a long time, we also see a lot 
of these patients still were using the 
officially obsolete language of bad 
nerves, though perhaps now more 
metaphorically than before. They 
might talk about being nervous, 
about their nerves being shot, and 
about being on the verge of a ner-
vous breakdown. And, of course, we 
still sometimes use that kind of lan-
guage, generally without any real 
awareness of its historical origin. 
Similarly, we generally do not think 
about the fact that when we talk 
about someone being good humored, 
or sanguine, or say that a particular 
situation makes our blood boil, we 
are unwittingly invoking the archaic 
language of humoral theory!

AFTAB: You wrote in Mind Fixers, 
“The suffering of those who are not 
really ill in any meaningful medical 
sense can still be acute. I have only 
to look at the struggling students I 
teach and advise to know how true 
this is.” Could you perhaps com-
ment the insights you have gained 
from those experiences?

HARRINGTON: In one of my roles at 
Harvard, I oversee a residential com-
munity of some 400 undergraduates. 
Sometimes they struggle. Sometimes 
bad things happen to them. They re-
alize they are gay and are afraid to 
tell their parents (or they do tell them 
and their parents disown them). They 
live through the tragic suicide of a 
friend or roommate. They are racial-
ly targeted. They experience a sexual 
assault. There is serious illness with-
in their family back home, and they 
feel helpless. Or maybe they just 
take a course load that overwhelms 
them, or they fail academically in 
some other way and fear they have 
let everyone down. When they suffer 
from distress, hopelessness or anxi-
ety, they need and deserve help. Is a 
narrow medical approach likely to 
best serve them? 

If is, of course, possible that in 
some cases their life challenges have 
triggered a true disease process. 
There is a great deal we still do not 
know about how the brain responds 
to adversity. Very likely, though, ma-
ny of them are biologically healthy 

individuals whose mental distress is 
nevertheless real and who, in some 
cases, might benefit from a short-
term course of medication. One of 
the things I have come to believe 
strongly from watching and caring 
for students like these is that many 
would be more apt to accept help if it 
was offered within a framework that 
did not pathologize them up front, 
but instead validated their experience 
and affirmed their resilience.

AFTAB: I think we don’t appreciate 
the ways in which developments in 
psychiatry are reflective of larger 
social thinking. People seem to 
think that diagnostic expansion and 
medicalization of distress has hap-
pened almost unilaterally. As if psy-
chiatrists were sitting in their isolat-
ed conference rooms and were 
trying to decide what behaviors to 
call disorders and then reveal those 
diagnoses to an unsuspecting public. 
The reality is that psychiatrists feel 
an imperative to call something a 
disorder only when people increas-
ingly seek help for those problems. 
The current debates over internet 
gaming disorder, porn addiction, 
sexual addiction, and so forth are 
happening precisely because people 
are increasingly seeking helping. 
Medicalization is a sort of a dia-
logue that happens between society 
and physicians. Psychiatrists have 
little to no power to medicalize 
something if society is not ready to 
consider it a medical condition.

HARRINGTON: There has been quite a 
lot of attention paid within my field 
to the dialogical process of medical-
ization. One approach that has been 
influential was originally developed 
by the philosopher Ian Hacking, 
PhD. He suggested that psychologi-
cal categories, including many cate-
gories of mental disorder, are not in-
ert but interactive—that is to say that 
the people to whom they are applied 
may have a point of view about 
them, may embrace them, may 
change them, and may resist them.2

Because of this, people in my field 
have looked at ways that interactive 
classifications (including those 
which abound in psychiatry) are apt 
to be more unstable and porous to 
changing cultural and social norms 
than are classifications imposed onto 
inert objects. Rocks neither resist nor 
embrace their classifications; people 
can and (sometimes) do.

A good way to see this in action is 
to consider the 1970s story of the de-
pathologizing of homosexuality. For 
decades (not just during the psycho-
analytic years), the orthodox position 

within psychiatry was that homosexu-
ality was a mental disorder. Why did 
this change? It changed not so much 
because of internal dissent within the 
field (though it is worth giving a big 
shout out to the work of psychologist 
Dr Evelyn Hooker in the 1950s), but 
because a critical mass of gay activ-
ists decided they were no longer will-
ing to accept having their identities 
and behaviors pathologized.

AFTAB: The idea that the period from 
1980 until the present has been the 
age of biological psychiatry is a fic-
tion in many ways. I might call it the 
age of DSM. DSM does not explic-
itly endorse biological reductionism. 
It is remarkably agnostic about eti-
ology. The closest thing to a concep-
tual framework that psychiatry train-
ees get taught is the biopsychosocial 
model, which may lead to an eclec-
ticism in practice but is decidedly 
not reductionistic. I think a lot of 
people hoped that the DSM would 
usher in an era of biological psychi-
atry, but that is different from seeing 
it as a biological revolution. How 
did this false narrative emerge? 

HARRINGTON: I would rather call the 
1980s biological revolution an ac-
tors’ category, a way that people at 
the time talked about what was go-
ing on. And the well-known radical 
changes to the DSM in 1980 were 
indeed a critical part of what was re-
ally going on, but—as I explore in 
my book—I don’t see it as the only 
relevant event. Schizophrenia, de-
pression, and bipolar disorder 
(among others) all underwent their 
own kind of biological revolution in 
the 1970s and ’80s, and the DSM 
was not the only or even the major 
factor I see driving those disease-fo-
cused stories. 

As for your point about what kind 
of book the DSM really was: You are 
right that the architects of the DSM 
always insisted that their project was 
a descriptive one and that they were 
agnostic about etiology. Neverthe-
less, when it was published, the DSM 
III was pretty much universally un-
derstood to be a bellwether sign of 

the field’s pivot away from the old 
Freudian approaches and a return to a 
medical model, not an invitation for a 
new “big tent” era in psychiatry. In 
the end, virtually all the efforts to val-
idate its syndromes focused on trying 
to find new ways to link them to ge-
netics, neuroanatomy, neurochemis-
try, developmental neuroscience, and 
cognitive neuroscience. 

Today, looking back, it seems 

pretty clear that all those hopes that 
the DSM specifically would help 
usher in a new era of successful bio-
logical research were not realized. 
This is why, more than 30 years later, 
National Institutes of Mental Health 
Director Tom Insel could say bitingly 
that “biology never read that book.”3

But the fact that he could say such a 
thing also makes clear just how many 
biological hopes were invested in this 
allegedly agnostic book.

AFTAB: You recommend that psychia-
try “could decide to return to being 
something like what it was more 
than a century ago—that is, a pro-
fession concerned principally with 
the most severe forms of mental ill-
ness.” I don’t really see that as hap-
pening, and I am personally not sure 
it’s the best solution either. I do 
agree with you, though, that we 
need much more honesty and psy-
chiatry needs to become genuinely 
pluralistic in its framework. I would 
like to think that if we could usher in 
an era of pluralism, that might tem-
per some of the profession’s worst 
instincts.

HARRINGTON: I am a deep believer in 
pluralism, but I believe that a road to 
true pluralism will require the cour-
age to share power. In other words, 
alongside becoming less reduction-
ist, the field also could consider be-
coming less hegemonic. And by that 
I mean that more efforts could be 
made to flatten hierarchies, lift all 
boats, cooperate across professions 
and disciplines, and acknowledge 
the expertise of many. Psychiatry is 
a branch of medicine, and its pur-
view should be generous but not all-

I think a lot of people hoped that 
the DSM would usher in an era 
of biological psychiatry, but that 

is different from seeing it as a biological 
revolution by itself.
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inclusive. So, I have suggested that 
the field would be stronger and 
serve patients better if it functioned 
as one part—the medical part—of a 
cooperative ecosystem of mental 
health experts. 

AFTAB: Any advice for psychiatry train-
ees and young psychiatrists?

HARRINGTON: My answer might sur-
prise you, but it is an answer that you 
might expect from an historian rather 
than a clinician! It is to try sometimes 
to read the literature, including text-
books, against the grain. That is to 
say, do not just read to absorb the in-
formation being offered, but look al-
so for possible gaps, contradictions, 

or incidental references to factors or 
issues that are not pursued,  and then 
ask why not. This comes back to the 
point I made earlier: with every new 
chapter in the field, there is a risk that 
we don’t just become smarter, but al-
so more ignorant. Reading against 
the grain can be a very effective way 
for every field—not just psychia-
try—to better recognize its implicit 
biases and blind spots. 

AFTAB: Thank you!

Dr Aftab is a psychiatrist in Cleveland, 
Ohio, and Clinical Assistant Professor 
of Psychiatry at Case Western Reserve 
University. He is a member of the exec-
utive council of Association for the 

Advancement of Philosophy and 
Psychiatry (AAPP). He is also on the 
Psychiatric Times Advisory Board. He 
can be reached at awaisaftab@gmail.
com. Dr Harrington is the Franklin L. 
Ford Professor of the History of Science 
at Harvard University, Director of 
Undergraduate Studies in History of 
Science, and Faculty Dean of 
Pforzheimer House, a resident commu-
nity of Harvard College. For 6 years, she 
was also Co-Director of Harvard’s Mind, 
Brain, Behavior Interfaculty Initiative 
(with psychologist Jerome Kagan, 
PhD). Dr Aftab and Dr Harrington have 
no relevant financial disclosures or 
conflicts of interest to report.

Conversations in Critical Psychiatry is an inter-

view series that engages prominent individuals 
who have made meaningful criticisms of psy-
chiatry and have offered constructive alternative 
perspectives to the current status quo. The 
opinions expressed in the interviews are those 
of the participants and do not necessarily re-
flect the opinions of Psychiatric Times. 
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» Marga Vicedo, PhD

T he First International Congress 
on Infantile Psychiatry took 
place in in July 1937, in Paris, 

France, as part of the International 
Exposition of Paris. Organized by 
leading French psychiatrist Dr 
Georges Heuyer, the Congress at-
tracted participants from more than 
20 countries, including Hungary, 
Austria, Belgium, Germany, Eng-
land, Portugal, Italy, Spain, and Swit-
zerland as well as from places further 
afield, including the United States, 
Canada, Brazil, and Egypt.1 The in-
ternational success of the meeting at-
tested to the vibrancy of a field that 
was itself barely beyond its infancy.

Interestingly, the first 45 volumes 
of the American Journal of Insanity 
(1844-1889) did not include a single 
article on children.2 The 1867 text-
book Physiology and Pathology of 
Mind by British psychiatrist Henry 
Maudsley, FRCP, was the first major 
work to include a chapter on “The 
insanity of early life.” Dr John Lang-
don Down’s On Some of the Mental 
Affections of Childhood and Youth of 
1887 pioneered the study of chil-
dren’s intellectual disabilities. In 
1899, the term child psychiatry (in 
French) was first used as a subtitle in 
Dr Marcel Manheimer’s monograph 
Les Troubles Mentaux de l’Enfance.3-5 
Then, the early decades of the 20th 
century witnessed a growing interest 
in childhood, thanks to the child 

guidance movement in the US and 
England, the rise of therapeutic peda-
gogy in Germany and Austria, and 
various social reform initiatives di-
rected at solving the problems of 
“troublesome” children in the 
schools and juvenile delinquency.6

At first, most psychiatrists saw 
children’s mental difficulties as early 
manifestations of adult conditions. In 
1911, Swiss psychiatrist Eugen Bleul-
er, MD, published his influential work 
on the schizophrenias, the conditions 
that Emil Kraepelin, MD, had includ-
ed under dementia praecox.7 Bleuler 
believed that schizophrenia was rare 
in childhood, but 4% of the cases he 
knew had an onset in children younger 
than 15 years.8

Other conditions seemed to affect 
even infants. During the first decade 
of the 20th century, Italian psychia-
trist Dr Sancte de Sanctis postulated 
the existence of a dementia praeco-
cissima, which appeared in infants 
around two years of age. The Vien-
nese psychologist and educator The-
odor Heller, PhD, coined the term 
dementia infantilis for a condition 
that also afflicted young children.8 
By the time Johns Hopkins Univer-
sity psychiatrist Leo Kanner, MD, 
published his 1935 Child Psychiatry 
textbook, the first of its kind in the 
English language; the volume ran 
more than 500 pages.

In Paris, delegates from many 
countries debated all sorts of chil-
dren’s behavior maladjustments in 4 

sections: general psychiatry, school 
psychiatry, forensic psychiatry, and 
discussions. Psychiatrists deliberated 
the significance of their contributions 
for pedagogues and for pediatricians, 
conscious that claiming legitimacy to 
treat a child’s mind required some ne-
gotiation.9 Swiss psychiatrist Jakob 
Lutz and French-American Louise 
Despert, MD, presented their work on 
childhood schizophrenia. Their sub-
sequent publications listed numerous 
studies from colleagues in different 
countries about children who would 
later have various diagnoses ofschizo-
phrenia or autism. This would be-
come a lively area of research in the 
following decades.

The committee that organized the 
congress also created an international 
organization: the International Associa-
tion for Child Psychiatry and Allied 
Professions. Swiss psychiatrist Moritz 
Tramer, MD, was elected permanent 
Secretary. The journal Zeitschrift für 
Kinderpsychiatrie that he had started in 
1934 became the official publication of 
the organization.10 Excited about the 
field’s promising future, the delegates 
planned for the Second International 
Congress of Child Psychiatry to be held 
in Leipzig, Germany in 1941. World 
War II interfered, and the next congress 
would not take place until 1948 in Lon-
don.

The war divided many of the new-
ly self-defined child psychiatrists po-
litically and intellectually, and it also 
destroyed their ability to communi-

cate with each other. Thus, the war 
had tremendous consequences for 
the field. It also had a far-reaching 
impact on the mental health of many 
children, which became a major fo-
cus of research in the postwar period.

Dr Vicedo is is Professor of History of 
Science, Institute for the History and 
Philosophy of Science and Technology, 
University of Toronto. She reports no 
conflicts of interest concerning the 
subject matter of this article.
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» Michelle B. Riba, MD, MS and Luigi Grassi, MD

W e are very appreciative of the opportunity to 
present some excellent articles on the interface 
between psychiatry and oncology, which we 

know will be useful to you in your practice.
Jimmie Holland, MD, a pioneer and one of the found-

ers of the field of psycho-oncology, mentored many of 
us and advocated all of us to study, understand, teach, 
research and care about, and provide for the emotional 
and psychological needs of people with cancer. She 
lived and breathed a biopsychosocial approach in the 
screening, evaluation, treatment, and management of 
distress, a sixth vital sign.

The articles in Part I of this Special Report discuss 
PTSD in cancer, special issues for patients with schizo-
phrenia and cancer, and distress management.

Thanks to Dr Holland and others, if you are interest-
ed in learning more and want to get active in this field, 
there are major organizations, founded by Dr Holland, 
such as the International Psycho-Oncology Society, 
founded in 1984 and the American Psychosocial Oncol-
ogy Society, founded in 1986. Dr Holland also gave us 
Psycho-Oncology, one of our premier peer-reviewed 
journals, for which she served as founder and co-editor 
in chief. Dr Grassi and I were honored and privileged to 
take over the reins of the World Psychiatric Association 
Section on Psycho-Oncology and Palliative Care from 
Dr Holland.

There is an active and very productive Interest Group 
on Psycho-Oncology within the Academy of Consulta-
tion-Liaison Psychiatry (ACLP) organization, with many 
wonderful presentations highlighted at the annual meet-
ings of ACLP. With increasing numbers of US psychiatry 
residents choosing fellowship training in consultation-li-
aison psychiatry, clinical and research rotations, elec-

tives, and core lectures on psycho-oncology are part of 
the curriculum in Residency Review Committee-accred-
ited consultation liaison fellowship programs. More and 
more medical students are interested in this field, as well. 

Dr Holland was the inaugural chair of the Distress 
Guidelines of the National Comprehensive Cancer Net-
work (NCCN). She played a key role in the development 
of the Distress Thermometer, which enables patients 
and clinicians to talk the same language to discuss anx-
iety, depression and other issues that can be distressing, 
on a scale of zero-to-10, similar to the way pain is dis-
cussed and measured. I (Riba) was humbled to be asked 
to take over as chair of the NCCN Distress Guidelines 
after we lost Dr Holland on Christmas Eve 2017. Her 
imprint on our field and on our profession will be long 
lasting and for that, we are so grateful.

We know you will find these articles in Part I, and 
later in Part II, to be stimulating and useful—we hope 
that the information will help you in your multi-disci-
plinary work with patients and families. We also encour-
age you to check out some of the organizations previ-
ously listed should you want to get more involved in the 
journals, NCCN, and other guidelines that are updated 
regularly and provide cutting-edge information based 
on evidence-based findings. 

Dr Riba is Professor, Department of Psychiatry, and 
Director, PsychOncology, University of Michigan Rogel 
Cancer Center, Ann Arbor, MI; Dr Grassi is Professor and 
Chair of Psychiatry, University of Ferrara, Department of 
Biomedical and Specialty Surgical Sciences, and Director, 
University Hospital Psychiatry Unit, S. Anna University 
Hospital and Health Authorities Ferrara, Italy. They report 
no conflicts of interest concerning the subject matter of 
this Special Report. ❒
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» Matthew J. Cordova, PhD

A lthough receiving a diagnosis 
of cancer is often colloquially 
referred to as traumatic, the va-

lidity and utility of the posttraumatic 
stress disorder (PTSD) construct in 
the context of malignant disease has 
been debated. DSM-IV-TR consid-
ered life-threatening illness as a poten-
tial traumatic stressor, inspiring a siz-
able literature documenting the 
prevalence and correlates of cancer- re-
lated PTSD.1 However, changes to the 
DSM-5 PTSD criteria and more en-
during conceptual issues call into 
question the applicability of PTSD to 
the cancer experience.2

Prevalence
Prevalence estimates based on DSM-
IV-TR criteria suggest that although 
self-reported symptoms are common, 
only a minority of patients with can-
cer meet formal diagnostic criteria for 
cancer-related PTSD. Across studies, 
more than 50% of patients with can-
cer meet the DSM-IV-TR stressor 
criteria (ie, they perceive cancer to 
involve a threat to their life or physi-
cal integrity), and they experience 
fear, helplessness, or horror. Individ-
uals who have received a diagnosis of 
cancer appear to be more likely to 
experience PTSD than controls with-
out a history of cancer.3 Prevalence 
varies according to mode of assess-
ment, with self-report measures (eg, 
PTSD Checklist) yielding higher 
rates than structured clinical inter-
views (eg, SCID, CAPS).2,4 A me-
ta-analysis by Abbey and colleagues4 
found that self-report based preva-
lence rates ranged from 7.3% to 
11.2%, depending on method for de-
termining clinical significance. The 
clinical interview based prevalence 
was 6.4% for current PTSD and 
12.6% for lifetime PTSD. Another 
10% to 20% of patients may experi-
ence subsyndromal PTSD symptom-
ology.5 The more stringent diagnostic 
criteria of DSM-5 have not been thor-
oughly evaluated in patients with can-
cer and may yield even lower rates.2

Comorbidity
Other markers of distress have been 
linked with cancer-related PTSD. De-
pression, anxiety, global distress, and 
quality-of-life decrements have been 
positively associated with post-cancer 
trauma symptoms.6 Thus, although a 

small minority of patients with cancer 
may have diagnosable PTSD, sub-
threshold symptoms may be impairing 
and warrant clinical attention. Inter-
estingly, a meta-analysis revealed a 
weak positive relationship between 
PTSD symptoms and posttraumatic 
growth in cancer patients.7,8 This is 
consistent with what is often seen clin-
ically: post-cancer trauma symptoms 
may coexist with finding meaning, 
strengthened relationships, enhanced 
spirituality, bolstered sense of person-
al strength, and clearer life priorities.

Risk factors
Several factors appear to confer vul-
nerability to developing PTSD symp-
toms following cancer.1,4 Younger 
age, lower socioeconomic status, past 
trauma, preexisting mental health 
conditions, more advanced disease, 
more intensive treatment, peritrau-
matic dissociation and distress, more 
recent treatment completion, and 
poor/negative social support have 
been linked to greater cancer-related 
PTSD. These risk factors parallel 
known risk factors for PTSD follow-
ing other traumas and suggest assess-
ment targets in oncology (Table).

Conceptual, diagnostic, 
and assessment issues
Differences between cancer and 
stressors traditionally viewed as trau-
matic per DSM (eg, war/combat, 
physical/sexual violence, motor ve-
hicle accident, terrorism) have been 
recognized. In contrast to traumas 
that involve threats that are sudden, 
external, discrete, and immediate, 
cancer involves threats that are slow-
ly unfolding (eg, detection, diagno-
sis, treatment, adverse effects), inter-
nal (ie, cancer cells), ever-present (ie, 
one’s body, potential disease recur-
rence), and future- oriented (eg, dis-
ease progression and death).

What constitutes cessation of the 
traumatic stressor is unclear in cancer. 
Once diagnosed with cancer, one is 
never truly free of the threat. Even 
when time-limited treatments (eg, sur-
gery, radiation, a course of chemother-
apy) have been completed, mainte-
nance chemotherapy, hormone 
blockade, medical surveillance and 
follow-up, and the realistic risk of dis-
ease recurrence make for a chronic 
stressor. This calls into question 
whether there is a post-trauma point at 
which to assess posttraumatic stress in 

patients with cancer.
Changes to the PTSD diagnostic 

criteria in DSM-5 raise additional 
questions. Although cancer would 
appear to meet Criterion A (the 
stressor criterion; directly experienc-
ing “actual or threatened death, seri-
ous injury . . .” ), the accompanying 
text says that to qualify as a traumatic 
stressor, medical incidents or condi-
tions must involve “sudden, cata-
strophic experiences (eg, waking 
during surgery, anaphylactic shock”). 
The DSM-IV-TR stipulation that a 
traumatic event evokes “fear, help-
lessness, or horror” was removed in 
DSM-5. Although some data suggest 
that cancer may meet the DSM-5 
stressor criteria for a proportion of 
patients, data regarding the preva-
lence of sudden, catastrophic experi-
ences among patients with cancer are 
lacking.9 

Other DSM-5 PTSD diagnostic 
criteria must also be carefully con-
sidered in the context of cancer.

Per DSM-5, a requisite number of 
symptoms from 4 clusters must be 
present:

 � at least 1 intrusion symptom;

 � at least 1 avoidance symptom;

 � at least 2 negative alterations in 
cognitions or mood; or

 � at least 2 arousal/reactivity 
symptoms.

These symptoms must be present for 
more than a month, cause clinically sig-
nificant distress or impairment, and not 
be attributable to physiological effects 
of a substance or medical condition.

Evaluating the presence of PTSD 
symptoms necessitates careful assess-
ment of the spirit and letter of the cri-
teria while guarding against potential 
pathologizing within normal limits 
responses to the cancer experience. 
For instance, worries about future dis-

ease recurrence differ from recurrent, 
involuntary, and intrusive distressing 
memories of one’s initial diagnosis, 
and residual conditioned nausea from 
chemotherapy differs from fear-relat-
ed physiological reactions to remind-
ers of cancer. Similarly, avoiding 
medical follow-up due to fear of re-
ceiving bad news is not technically the 
same as avoiding external reminders 
such as conversations because they 
arouse distressing memories and emo-
tions about one’s past cancer experi-
ence. Recurring thoughts about a pro-
vider missing an earlier cancer 
diagnosis would not constitute per-
sistent, distorted cognitions that lead 
to blaming others, and feeling alienat-
ed from friends who disappeared or 
were not supportive should not be 
confused with “feelings of detach-
ment or estrangement” from others. 
Regular self-exam and surveillance for 
signs of recurrence should not be con-
strued as hypervigilance, and per-
sistent concentration and sleep prob-
lems may reflect late effects of 
chemotherapy rather than symptoms 
of hyperarousal. Thus, whereas pa-
tients may endorse many cancer- re-
lated PTSD symptoms on a self-report 
checklist, thoughtful diagnostic inter-
viewing is needed to determine 
whether there really is PTSD.

Mental health assessment in pa-
tients with cancer may proceed along 
a continuum, from screening to spe-
cialized evaluation. The National 
Comprehensive Cancer Network’s 
(NCCN) distress screening thermom-
eter and accompanying problem 
checklist can detect emotional, physi-
cal, social, spiritual, and practical con-
cerns, and may trigger referral to a 
mental health practitioner.10 Self- re-
port measures of depression (eg, Pa-
tient Health Questionnaire-9 [PHQ-
9]), anxiety (eg, Generalized Anxiety 
Disorder 7-item [GAD-7]), and PTSD 
(eg, Posttraumatic Stress Disorder 

Cancer-Related Posttraumatic Stress Disorder 
Assessment and Treatment Considerations

Psychosomatics

Table. Key concepts in cancer-related PTSD

�  Diagnosis and treatment of cancer may elicit PTSD in a minority of cancer 
patients.

�  Subsyndromal symptoms are more common and are associated with 
poorer quality of life.

�  Risk factors for cancer-related PTSD parallel those for PTSD following 
other traumas.

�  Cancer differs from traditional traumas, and self-reported symptoms may 
not meet diagnostic criteria for PTSD under closer evaluation through 
clinical interview.

�  Existing guidelines for management of distress in cancer patients and for 
treatment of PTSD should inform clinical intervention.
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Checklist for  DSM-5 [PCL-5]) quan-
tify subjective symptom levels and 
provide clinical cutoffs; however, giv-
en the potential for false-positives in 
medical populations including patients 
with cancer, they are not a substitute 
for clinical interview. 

With the previously noted concep-
tual issues in mind, structured diagnos-
tic interviews and thorough psychoso-
cial assessments provide more 
definitive information regarding differ-
ential diagnosis and context in which 
to understand a patient’s apparent trau-
ma symptoms. Furthermore, such data 
can help determine whether their pre-
sentation would be more appropriately 
deemed an adjustment disorder, an 
exacerbation of a preexisting mood or 
anxiety disorder, or a rekindling of 
PTSD stemming from a pre-cancer 
trauma.1,2

Treatment
A limited evidence base is available to 
inform treatment of cancer-related 
PTSD. Dimitrov and colleagues11 
identified 8 published studies (includ-
ing 5 randomized clinical trials) that 
analyzed treatment outcomes specifi-
cally for patients symptomatic for can-
cer-related PTSD. Significant meth-
odological limitations (eg, small 
samples sizes, unclear randomization, 
non-blinding of participants, therapy 
offered to patients still undergoing ac-
tive cancer treatment) limit conclu-
sions that can be drawn from these 
studies. In that light, cognitive behav-
ioral therapy (CBT; imaginal and in 
vivo exposure, cognitive restructur-
ing) and eye movement desensitization 
and reprocessing (EMDR) showed ben-
efit in those with elevated cancer-related 
PTSD symptoms. Other intervention 
approaches that were not specifically 
designed for cancer-related PTSD, 
including supportive-expressive 
group and cognitive behavioral stress 
management, have also shown an ef-
fect on cancer-related PTSD symp-
toms in RCTs.12,13

Evidence to guide psychopharma-
cologic treatment of cancer-related 
PTSD is lacking. Decisions should be 
informed by clinical practice guide-
lines for PTSD and for management 
of distress in patients with cancer.10,14

Case study
The following case illustrates the nu-
ances of assessment and treatment of 
cancer-related PTSD. 
 “John” was a 51-year-old cisgen-
der, heterosexual, Mexican American 
married male. He attended 2 years of 
college, was the father of 2 daughters, 
and worked in IT. He presented dis-
ease free for scheduled follow-up to 

his oncologist 1 year after completing 
radiation and chemotherapy for ear-
ly-stage non-Hodgkin lymphoma. 
His elevated distress screen (7/10 on 
the NCCN thermometer, with en-
dorsement of depression, fears, ner-
vousness, worry, and sleep problems) 
triggered referral to a clinical psy-
chologist. His scores on self-report 
measures of depression, anxiety, and 
PTSD exceeded clinical cutoffs. John 
reported a history of childhood phys-
ical abuse and panic disorder as a 
youth, which spontaneously resolved 
without treatment. He reported that 
prior to his cancer diagnosis, he was 
“happy and doing well at work and at 
home.”

However, John shared that “I’ve 
never been the same since my diagno-
sis and going through treatment.” He 
recalled how frightened he was when 
he heard the word cancer during his 
diagnostic interview, “I was terrified 

and it felt unreal—it was like I was on 
the ceiling of the exam room looking 
down at myself and the doctor.” He 
described frequent upsetting memo-
ries and daydream-like flashbacks 
(“like a movie playing over in my 
mind”) of his diagnosis, the severe 
adverse effects of treatment (nausea, 
pain from mucositis), and the fear and 
isolation from his wife and children 
he experienced when he was hospital-
ized for a life-threatening infection 
during chemotherapy.

John reported feeling nervous and 
panicky in medical settings; he avoid-
ed his children’s appointments and 
refused to visit family and friends in 
the hospital because “it brings it all 
back.” He tried to push thoughts, 
memories, and emotions about his 
cancer experience away and avoided 
conversations about cancer. He de-
scribed thinking that “I can’t control 
anything in my life,” and persistently felt 
anxious and vulnerable, and felt discon-
nected, numb, and emotionally dis-
tanced from his wife and children. He 
reported feeling “wired and on edge” all 
the time and being irritable and “short” 
with others.

John expressed shame, particularly 
given the mental health stigma in his 
culture (“I should be strong—this is 
not normal”). He tried to keep these 
“crazy” reactions to himself, especially 

because family, friends, and health pro-
viders kept saying that he should feel 
fortunate, “move forward,” and focus 
on his future. In light of this presenta-
tion, John was given a diagnosis of can-
cer-related PTSD.

John’s treatment utilized compo-
nents of CBT and supportive-expres-
sive therapy. Psychoeducation provid-
ed reassurance that his reactions were 
consistent with those of many other 
trauma survivors and helped him un-
derstand the role that avoidance and 
negative appraisal of his reactions had 
in maintaining his distress. Imaginal 
exposure entailed having him repeat-
edly describe in detail the most upset-
ting parts of his cancer experience, 
including his diagnosis and frighten-
ing hospitalization; he also listened to 
audio recordings of these accounts 
several times per week.

During in vivo exposure, John visit-
ed various medical settings he had 

been avoiding, initially accompanied 
by his therapist and eventually on his 
own, staying in each setting (some-
times for more than an hour) until his 
anxiety subsided. He also had conver-
sations he had been avoiding with fam-
ily and friends about his experiences 
and asked them to refrain from reassur-
ing him and to “just listen.” Cognitive 
restructuring helped John challenge 
extreme negative beliefs about himself 
and the world, identifying the many 
controllable aspects of his life. He 
learned and practiced self-regulation 
strategies to reduce tension and anxi-
ety, including mindful breathing, im-
agery, and muscle relaxation.

Throughout treatment, John was 
able to face the reality of an uncertain 
future that could realistically include 
disease recurrence, expressed and pro-
cessed his fear and sadness about the 
possibility of dying of his illness, and 
clarified his priorities, including in-
creasing his emotional connection 
with his wife and children. At the con-
clusion of 3 months of weekly therapy, 
John’s symptoms were considerably 
reduced; he no longer met criteria for 
PTSD. Perhaps more importantly, 
John described greater experience of 
positive affect and appreciation of life, 
enhanced closeness with family and 
friends, and greater comfort at work 
and in the community.

Summary
Diagnosis and treatment of cancer 
may elicit PTSD in a minority of pa-
tients; subclinical symptoms are 
more common and are associated 
with reduced quality of life. Concep-
tual issues in applying the trauma 
lens to the cancer experience high-
light the importance of thorough as-
sessment and discerning differential 
diagnosis. Diagnosis and treatment 
of cancer-related PTSD should and 
can be informed by existing evi-
dence-based frameworks from oncol-
ogy and traumatic stress.

Dr Cordova is an Associate Professor, 
Department of Psychology, Palo Alto 
University, Palo Alto CA; Staff 
Psychologist, VA Northern California 
Health Care System. He reports no 
conflicts of interest concerning the 
subject matter of this article.
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“Although a minority of patients with  
cancer may have diagnosable PTSD,  

subthreshold symptoms may be impairing.”
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» Mary V. Seeman, MD

T here was a consensus in the old 
psychiatric literature that cancer 
was rare in patients with psychot-

ic illnesses such as schizophrenia, as 
noted in an 1891 article 1 published in 
what is now the British Journal of 
Psychiatry. Since many researchers 
at the end of 19th century believed 
that cancer was a disease brought on 
by civilization (largely caused by the 
resultant stress), this observation sur-
prised early researchers, who thought 
cancer would be more rather than 
less prevalent in the context of men-
tal illness and its related stresses. 

The association of cancer and 
schizophrenia changed over time. 
Early studies were based on the ratio 
of cancer deaths to total deaths in a 
given population. These studies con-
cluded that patients with psychosis 
showed a significantly decreased in-
cidence of cancer. Later investigators 
decided that this conclusion was un-
warranted because mortality from 
other causes (tuberculosis being the 
main culprit at the time) was higher 
in patients with psychiatric disorders 
than in the population at large. Thus, 
cancer mortality being comparatively 
low was  merely an illusion.2 Later 
still, researchers realized that import-
ant factors such as age, sex, type of 
cancer, and medication use should be 
considered before meaningful results 
could emerge.

Cancer risk
For the most part, current thinking is 
that mortality from cancer is higher 
in schizophrenia than in the general 
population, but the actual incidence 
of most cancers is approximately the 
same.3 This, however, does not apply 
to all cancers. For example, data have 
shown that patients with schizophre-
nia have a higher rate of breast cancer 
and a lower rate of melanoma and 
prostate cancer than controls. High 
incidence of breast cancer may be 
due to such factors as low rates of 
parity and breast feeding in women 
with schizophrenia, high incidence 
of smoking, hyperprolactinemia, and 
adiposity secondary to antipsychotic 
medication.4 
 There is also speculation that ge-
netic links may exist between the 2 
diseases.5,6 Similarly, the low inci-
dence of melanoma may be explained 
by the main environmental risk for 
this cancer (ie, sun exposure). Indi-
viduals with schizophrenia live their 

lives relatively unexposed to sun, as 
shown by the very low vitamin D lev-
els in this population.7,8 The low rate 
of prostate cancer is attributed to yet 
other reasons—reduced sexual activ-
ity and hyperprolactinemia induced 
by antipsychotic drugs.9 Inexplica-
bly, the rates of lung cancer in schizo-
phrenia are not raised despite the fact 
that patients with psychiatric disor-
ders are very often heavy smokers.10

Altogether, cancer rates in schizo-
phrenia appear to be lower than 
might be expected given the serious 
risk factors (ie, smoking and adipos-
ity) found in this population. Two 
explanations have been advanced—
tumor suppressor genes among genes 
involved in schizophrenia and tumor 
suppressant effects of antipsychotic 
medication.11,12 It is always possible, 
however, that reduced cancer rates in 
patients with schizophrenia may sim-
ply reflect low rates of screening and 
underdiagnosis as well as premature 
death (ie, due to tuberculosis and 
now cardiovascular disease).13

Mortality
Cancer mortality rates in schizophre-
nia do not reflect a reduced inci-
dence. They are high, especially for 
stomach cancer, lung cancer, and 
breast cancer (Figure).14,15 For exam-
ple, Bradford and colleagues16 exam-
ined the records of almost 35,000 
veterans with lung cancer and found 
that those with a diagnosis of schizo-
phrenia showed significantly poorer 
survival than their peers.

With respect to breast cancer, a 
Finnish study that controlled for age, 
year of cancer diagnosis, and comor-
bidity found significantly elevated 
breast cancer mortality in patients 
with severe mental illness.17 The re-

searchers thought the elevation might 
be partly explained by cancer stage at 
presentation.

The discrepancy between roughly 
equal incidence and higher mortality 
is probably attributable to a variety of 
factors including patient, doctor, and 
system factors (Table).18-20 For exam-
ple, it has been observed that fewer 
patients with severe mental illness 
receive chemotherapy or radiation 
post-mastectomy compared with the 
general population of patients with 
breast cancer.17

Cancer screening 
A 2020 systematic review of all can-
cer screening (breast, cervix, colon, 
lung, stomach, ovary, and prostate) 
publications included information on 
close to 5 million individuals with 
and without mental illness.21 The ma-
jority were women, and the median 
quality of all the studies was judged 
as high. The findings indicated that 
cancer screening is significantly less 
frequent in people with mental ill-
ness than it is in the general popula-
tion. According to Howard and col-
leagues,22 the relative failure of 
patients with severe mental illness to 
seek cancer screening were due 
transportation issues, lack of remind-
ers, and not being familiar with the 

process. As a result of decreased 
screening, cancers come to medical 
attention at relatively later stages and 
are, therefore, less amenable to treat-
ment. In turn, these cancers are more 
likely to lead to treatment non-re-
sponse and early death.

Cancer care
If the stage of presentation were not a 
confounding factor, would there still 
be a disparity in cancer care between 
those with psychotic illness and those 
without?23 Other considerations play 
a part, such as enrollment in trials of 
cancer drugs. Protocols often exclude 
individuals with schizophrenia on the 
assumption that they may not be 
competent to consent or will be un-
able to adhere to the protocol.24,25 
Tests of competency can, of course, 
be administered prior to consent, so 
decisional capacity should not be a 
major drawback.22

Similarly, it is possible that physi-
cians minimize the clinical signifi-
cance of the complaints from patients 
with psychotic disorders, attributing 
such complaints to psychotic phe-
nomena (eg, diagnostic overshadow-
ing).26 This may be due to patients’ 
communication difficulties and poor 
recall, but also to mental illness stig-

ma, which is prevalent even among 
physicians. It has also been reported 
that patients with schizophrenia have 
a high pain threshold, so they may 
not complain until late stages of dis-
ease.18 Moreover, patients may have 
little family encouragement to visit 
their doctor when symptoms mani-
fest. Patients with psychotic illness 
may be difficult to treat, not only be-
cause of relatively poor adherence to 
treatment regimens, but also because 
of extensive comorbidities, namely 
the high prevalence of obesity, diabe-
tes, and cardiovascular disease.  Fi-
nally, there may be problems associ-
ated with interactions among the 
various drugs required for the various 
disorders.22

Special Issues in Schizophrenia and Cancer

Psychosomatics

SIGNIFICANCE FOR PRACTICING PSYCHIATRISTS
Mental health care providers need to be active in health promotion, cancer 
prevention, and monitoring the general health of their patients with 
schizophrenia, especially since many do not have family doctors.

 ◗ Individuals with schizophrenia have a lower incidence of melanoma and prostate 
cancer but higher incidence of breast cancer than their peers in the general 
population.

 ◗ While the total incidence of cancer in schizophrenia is on a par with that of the 
general population, cancer mortality is significantly higher in this population.

 ◗ Reasons for cancer mortality is mutlifactorial: patient (eg, poverty, cognitive and 
communication defects, apathy, lack of social support), physician (eg, 
overshadowing, stigma, inability to obtain consent), and system (eg, isolation of 
psychiatry from the rest of medicine)

Patients with schizophrenia were more 

likely to die younger (by 8 years) and 

have a shorter duration between time 

of diagnosis and time of death.
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Outright treatment refusal may al-
so occur, which would necessitate 
tests of decisional capacity and, if 
necessary, surrogate consent. The 
onus is on the psychiatric staff to li-
aise with non-psychiatric medical 
practitioners and advocate for their 
patients.

Disparities have been found even 
with end-of-life care between pa-
tients with schizophrenia and the 
general population.27 Such a compar-
ison was made between 2500 patients 
with schizophrenia and 200,000 con-
trols, all of whom had died in hospital 
as a result of cancer. The researchers 
also undertook a sub-analysis be-
tween the patients with schizophrenia 
and 10,000 controls matched 1 to 4 in 
terms of age, sex, and site of the pri-
mary cancer. They found that patients 
with schizophrenia were more likely 
to die younger (by 8 years) and have 
a shorter duration between time of 
diagnosis and time of death. Patients 
with schizophrenia were more likely 
than controls to receive palliative 
care in the last month of life but less 
likely to receive chemotherapy, sur-

gery, imaging investigations, endos-
copies, or blood transfusions.

A potential reason for the disparity is 
the increased comorbidities associated 
with patients who have schizophrenia. 
There was a large number of lung cancer 
deaths among the participants in this 
study, so another potential reason for 
the discrepancies was the high rate of 
smoking in schizophrenia populations. 
Interestingly, the patients with schizo-
phrenia were less likely to have record-
ed metastases at the time of death than 
their matched controls, suggesting to 
the researchers that they had undergone 
fewer diagnostic explorations or had 
died of their primary cancer prior to the 
development of metastases, perhaps 
because of a delay in treatment initia-
tion. Such a delay may be due to the 
fact that patients with schizophrenia 
were less likely than controls to have 
had family doctors. 

The results were interpreted cau-
tiously, but the researchers stressed 
that evident disparities in cancer care 
exist. They concluded that providing 
clinical care to an individual with co-
morbid schizophrenia and cancer re-

quires expertise in both oncology and 
psychiatry and necessitates training 
that does not exist at present. It also 
requires improved coordination of 
care among the different branches of 
medicine.27

Medications
The issue of antipsychotics and their 
contribution to the cancer-schizo-
phrenia connection is complicated. 
On one side are the arguments that 
antipsychotics predispose to cancer 
or make treatment less effective than 
it would be otherwise. On the other 
side are arguments that antipsychot-
ics have anti-tumor properties.

Similarly, there have been back-
and-forth discussions on antipsychot-
ics contributing to mortality in 
schizophrenia via induced obesity, 
metabolic problems, and prolactin 
elevation. Most of this literature deals 
with the association between schizo-
phrenia and premature death due to 
cardiovascular causes.13,28

Interesting, a meta-analysis of 20 
studies on the relationship between 
long-term mortality and exposure to 
antipsychotic medication in patients 
with schizophrenia showed that pa-
tients not taking antipsychotics had a 
higher mortality than those who did.29 
This does not, however, exonerate anti-
psychotics. Patients not taking antipsy-
chotics may receive inferior medical 
care, and they may have higher rates of 
suicide and fatal accidents. This study 
does not specifically address cancer 
mortality and the use of antipsychotics.

The controversy about cancer 
mortality and schizophrenia rages 
most fiercely around the topic of 
breast cancer. A critical review by De 
Hert and colleagues30 found that 
while a large body of evidence sup-
ports the involvement of prolactin in 
breast carcinogenesis, results of hu-
man studies remain equivocal as to 
the role of antipsychotics-induced 
hyperprolactinemia either in increas-
ing the risk of cancer or in contribut-
ing to high mortality. The researchers 
concluded that a high incidence of 
nulliparity, and the prevalence in the 
schizophrenia population of obesity, 
diabetes mellitus, and unhealthy be-
haviors (eg, alcohol dependence, 
smoking, low physical activity), is of 
greater relevance to breast cancer 
mortality than antipsychotics.

At the same time, there is emerg-
ing evidence that at least some anti-
psychotics protect against cancer. 
Sertindole was found to be effective 
against breast cancer cell lines, with 
the suggestion that it might be able to 
stop breast to brain metastases.31 Oth-
er studies have found antipsychotics 

to be effective treatments for glio-
blastomas and a wide variety of other 
malignancies.12,32,33 These studies are 
thought-provoking, but they need 
replication.

Concluding thoughts
For the clinician, this brief review 
recommends close health monitoring 
of patients with psychotic illness to 
prevent or treat weight gain and pro-
lactin elevation. Should patients with 
schizophrenia develop cancer, there 
are no good reasons to take them off 
an effective antipsychotic drug regi-
men. However, drug interactions with 
chemotherapeutic agents may need to 
be checked. 

More broadly, physicians need to 
treat patient complaints at face value 
even when they are communicated in 
a disorganized way. Decisional com-
petence and ability to follow through 
on complicated therapeutic protocols 
should not be based on diagnosis 
alone; competency screening is im-
portant in such cases. To truly address 
the problem, all patients with schizo-
phrenia should be linked to a primary 
care physician, psychiatrists and on-
cologists should develop a common 
language, and psychiatry should be 
more firmly integrated with the rest 
of medicine.

Dr Seeman is Professor Emerita, 
Department of Psychiatry, University 
of Toronto, Toronto, Ontario, Canada. 
She reports no conflicts of interest 
concerning the subject matter of this 
article.
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Implementation Challenges of Universal 
Suicide Risk Screening in Adult Patients 
in General Medical and Surgical Settings
» Maryland Pao, MD, Annabelle 
M. Mournet, and Lisa M. Horowitz, 
PhD, MPH

S uicide is a global public health 
crisis and is the 10th leading 
cause of death in the US.1 In 

2018, more than 45,000 adults in the 
US died by suicide, surpassing the 
number of homicides by more than 
2-fold. Moreover, suicide risk is even 
higher among individuals with comor-
bid medical illnesses. Illness such as 
cancer, diabetes, and asthma have all 
been shown to increase risk for sui-
cide.2 Given that medical illness is a 
concerning suicide risk factor, medical 
settings provide an optimal venue for 
suicide risk detection and interven-
tion.

Medical settings are well posi-
tioned to detect suicide risk. The ma-
jority of people who died by suicide 
visited a health care professional 
months before their death, placing 
medical providers on the frontlines 
of suicide risk detection and suicide 
prevention.3 However, many patients 
with suicidal thoughts who present 
to the health care system with so-
matic complaints do not disclose sui-
cidal thinking unless asked directly, 
and most medical settings do not 
screen for suicide risk.4,5

Notably, suicides in the hospital 
are one of the top 5 most frequently 
reported sentinel events to The Joint 
Commission (TJC).6 Many are sur-
prised to learn that although in-hospi-
tal suicides are relatively rare for pa-
tients undergoing general medical 
care, a sizeable portion of them occur 
on non-behavioral health units, such 
as intensive care units or emergency 
departments (EDs). Given these strik-
ing statistics and the goal of leverag-
ing hospitals as partners in suicide 
prevention, TJC revised National Pa-
tient Safety Goal 15.01.01 (NPSG 
15) in 2019.7 NPSG 15 outlines sev-
eral elements to optimize patient 
safety and the reduction of suicide 
risk in medical settings. In particular, 
NPSG requires performing environ-
mental safety assessments, removing 
ligature risks, screening patients with 

behavioral health issues for suicide 
risk, and providing further assessment 
of at-risk individuals who screen pos-
itive.7 Although NPSG 15 refers to 
suicide risk screening of all patients 
who are being treated or evaluated for 
a behavioral health condition as their 
primary reason for care, the TJC is-
sued Sentinel Event Alert 56 in 2016, 
recommending suicide risk screening 
for all patients, using brief, evidence-
based screening tools.8

Universal suicide risk 
screening
Following these recommendations, a 
growing number of health care sys-

tems have implemented suicide risk 
screening programs for all patients, 
including those presenting with medi-
cal complaints. Such a program at 
Parkland Health and Hospital System 
(PHHS) is an example of how to suc-
cessfully implement hospital-wide 
universal suicide risk screening. Using 
one of the screening tools recom-
mended by TJC, PHHS screened 
more than 325,000 patients in the first 
6 months of implementing their 
screening program and detected a 
positive screen rate of below 4% 
among patients undergoing medical 
care.9 It will be important for hospitals 
to work with frontline clinicians to de-
velop safe and feasible procedures for 
implementing the safety guidelines 
outlined in NPSG 15 across diverse 
rural and urban settings and to be able 
to articulate their procedures to TJC 
surveyors when they assess hospitals 
for safe care delivery.

Suicide risk screening tools
Several suicide risk screening tools are 
commonly used, with varying levels of 

evidence to support their use among 
these patients. Thom and colleagues10

reviewed several brief suicide risk 
screening tools and discussed the ben-
efits and limitations of each for use in 
a hospital setting.10 Their review dis-
cusses 6 screening tools, including the 
Ask Suicide-Screening Questions 
(ASQ), the Patient Safety Screener 
(PSS-3), and the Columbia-Suicide 
Severity Rating Scale (C-SSRS), most 
of which are also TJC-recommended 
screening tools.11-14 The authors high-
lighted that only 2 of the tools dis-
cussed, the ASQ and the PSS-3, were 
developed and validated specifically 
for patients undergoing medical care.

Notably, the C-SSRS, a tool used 
by many hospitals due to its applica-
tion to both youth and adults, has not 
been validated specifically for use in 
medical settings. Although Thom 
and colleagues highlighted that no 
suicide risk screening tools have 
been validated for use among both 
pediatric and adult patients undergo-
ing medical care, recent data show 
that the ASQ, originally validated 
for use among youth, also has excel-
lent psychometric properties among 
adult medical patients, potentially 
allowing for the use of 1 screening 
tool across hospitals.15

Some medical settings utilize de-
pression screeners to identify pa-
tients at risk for suicide. For example, 
the Patient Health Questionnaire 
(PHQ-9), which is an excellent de-
pression screen, is sometimes uti-
lized as a suicide-risk screening 
tool.10,14,16 Although there is a well-
documented association between 
suicide and depression, extant re-
search shows that the 2 are not syn-
onymous. In 1 study, 90% of suicide 

decedents met criteria for diagnosis 
of a mental illness; however, only 
28% of suicide decedents met the cri-
teria for major depressive disorder.17

Moreover, screening solely for de-
pression in patients undergoing med-
ical care may not adequately detect 
suicidal ideation.18

Question 9 on the PHQ-9, which 
asks about the frequency of a patient 
being bothered by “thoughts that 
you would be better off dead, or of 
hurting yourself in some way,” con-
tains both an “or” and the word hurt-
ing instead of killing. Some studies 
have used this item to identify large 
numbers of at-risk patients.19,20 How-
ever, specific concerns exist regard-
ing the sensitivity and specificity of 
item 921,22; the awkward wording of 
the question leading to inaccurate 
responses23; and that relying solely 
on item 9 may miss a large portion of 
patients at risk for suicide.24,25

Using depression screeners such 
as the PHQ-9 as a proxy for suicide 
risk screening may be insufficient to 
detect suicide risk. Additionally, 
other mental health disorders, such 
as substance use disorders, schizo-
phrenia, and anxiety disorders are 
associated with risk of suicide, 
which would go undetected by 
screening only for depression.17 Ask-
ing directly about suicide risk and 
using validated tools specific to hos-
pital settings is necessary to accu-
rately screen for suicide risk.

In addition to being 1 of 2 suicide 
risk screening tools that was created 
and tested specifically for use among 
patients undergoing medical care, 
the ASQ is also part of a 3-tiered sui-
cide risk screening clinical path-
way.26 Although this pathway was 
designed for use among youth, the 
3-tiered system can be applied to all 
such patients, including adults. The 
proposed pathway starts with the use 
of a brief screening instrument to 
rapidly screen all medical patients 
for suicide risk. For this step, 
Brahmbhatt and colleagues26 recom-
mended the use of the ASQ due to its 
brevity and focus on patients under-
going medical care. The PSS-3 is the 
other screening tool that has been 
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In 2018, more than 45,000 
adults in the US died by suicide, 

surpassing the number of 
homicides by more than two-fold.
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Advise patient to 
wear mask and call 

local ED before arrival 

NO

If suicide risk becomes more acute, instruct patient/family/friends to contact outpatient healthcare provider to re-evaluate need for ED visit.

YES

NO

NO

YESYES to Q5?

Provider calls/is called by 
patient. Screen all patients 

who meet any of the 
screening criteria.*

NEGATIVE SCREEN 
Exit Pathway

Administer ASQ 
Assess whether patient is in a private place

YES on any question 1-4 ?

Screen at 
next visit

Medically able to answer questions?

Non-acute Positive Screen; Conduct Brief Suicide Safety Assessment (BSSA)
Detailed instructions about the BSSA can be found at www.nimh.nih.gov/ASQ 

YES

YES

NO

SAFETY PLANNING
 Create safety plan for potential future suicidal thoughts, including identifying personal warning signs, coping strategies, 

social contacts for support, and emergency contacts. Detailed instructions about safety planning can be found at 
https://www.sprc.org/resources-programs/patient-safety-plan-template

 Discuss lethal means safe storage and/or removal with patient (e.g. ropes, pills, firearms, belts, knives) 
 Provide Resources: 24/7 National Suicide Prevention Lifeline 

1-800-273-TALK (8255), En Español:1-888-628-9454, 24/7 Crisis Text Line: Text “START” to 741-741

1 If available, family/friends 
can assist with 
implementing immediate 
SAFETY PRECAUTIONS
Patient or family/friend to 
remove or safely store 
dangerous items. Provider 
can ask patient for 
permission to contact 
patient's family/friend to 
instruct on how to implement 
safety precautions and to 
call the provider if worried 
about the patient. 

Schedule all patients who screen positive for a follow-up visit in 3 days to confirm safety and determine if a mental health care connection has been made. 
Future follow-up primary care appointments should include re-screening patient, reviewing use of safety plan, and assuring connection with mental health clinician. 

IMMINENT RISK
Patient has acute suicidal thoughts and 

needs an urgent full mental health evaluation

LOW RISK
No further evaluation

needed at this time

FURTHER EVALUATION NEEDED
Mental health referral needed as soon as possible 

via telehealth services or in person

BSSA outcome(three possibilities)

PATIENT TO
INITIATE SAFETY PRECAUTIONS1

Until able to obtain full mental health 
evaluation via telehealth or in person 

REFERRAL 
to further telehealth care as 

appropriate; Continue medical 
care; Initiate safety plan for 

potential future suicidal thoughts

Outpatient Primary Care 
& Specialty Clinics: 

        via Phone

YES

No referral 
needed at 
this time

NO

Make a safety plan 
with the patient to activate 

as needed

Schedule a follow up 
with patient within 72 hours 

for safety check and to 
determine whether or not 

they were able to obtain a 
telehealth or in person 

mental health appointment

Would benefit from a non-urgent 
mental health follow-up?

Send to ED?

Assess need for
ED visit versus patient's ability

to remain safe at home. 

Avoid ED visit if possible, 
balancing risk for exposure to 
COVID-19 versus suicide risk. 

COVID-19: ADULT SUICIDE RISK 
SCREENING PATHWAY

*Screening criteria:
1. New patient
2. Existing patient who has not 

been screened within the 
past year

3. Patient had a positive 
suicide risk screen the last time 
they were screened

4. Clinical judgement dictates
screening

For the YouthSuicide Risk Screening Pathway, please visit: 
www.psychiatrictimes.com/view/youth-suicide-screening-pathwayLEARN MORE

asQ Suicide Risk Screening Toolkit N AT I O N A L I N S T I T U T E O F M E N TA L H E A LT H  N I M H 
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tested on adult patients in the ED and 
makes an excellent first-line brief 
screener.

Risk assessment
After a patient screens positive for 
suicide risk, the second and essential 
step is to have a trained clinician (eg, 
a mental health clinician, nurse prac-
titioner, physician assistant, primary 
care physicians) conduct a 10- to 
15-minute brief suicide safety assess-
ment (BSSA) to determine how to 
effectively manage the patient’s sui-
cide risk. The secondary safety as-
sessment step was created to avoid a 
one-size-fits-all planfor anyone who 
screens positive on a primary screen-
er. All positive screens should not be 
treated as an emergency; in fact, the 
majority of positive screens will be 
non-acute positives that do not re-
quire full safety precautions, but 
rather need further assessment.

This second step helps to ensure 
that mental health resources are used 
effectively and patients who reveal 
suicidal thoughts are not treated in a 
way that may seem punishing. For the 
BSSA, the clinical pathway published 
by Brahmbhatt and colleagues sug-
gested the C-SSRS or the ASQ BSSA. 
Anecdotal evidence from frontline 
screeners suggests that the C-SSRS, 
which is a good in-depth suicide risk 
severity rating scale, is lengthy as a 
first-line screener and is more appro-
priate as a secondary suicide safety 
assessment tool for use among pa-
tients who screen positive for suicide 
risk. The ASQ and the ASQ BSSA are 
available as part of the ASQ Toolkit.27 
The aim of the BSSA is to help a clini-
cian further assess suicide risk in or-
der to determine next steps in the path-
way—whether a full mental health 
evaluation is needed at that particular 
medical visit, or if it can wait for an 
outpatient mental health referral.

Safety planning and  
counseling
Following a positive suicide risk 
screen, an essential component of en-
suring patient safety is safety plan-
ning and lethal means counseling. 
Stanley and Brown28 published a safe-
ty plan worksheet that can help clini-
cians assist patients in planning how 
they will handle a future suicidal cri-
sis. This worksheet consists of 6 steps 
that includes identifying personal 
warning signs, internal coping strate-
gies, people and settings that can pro-
vide distraction, trusted people who 
can provide help, contact information 
for mental health resources, and ways 
to make the environment safe. The 
last step refers to the process of lethal 

means safety counseling, which is a 
detailed discussion on how to limit 
access, remove, or safely store dan-
gerous items (eg, pills, firearms, 
knives, and ropes).

Implementation of suicide risk 
screening has been a specific chal-
lenge for many hospital systems due 
to difficulty selecting an evidence-
based tool across the lifespan and 
across medical/surgical specialty set-
tings that work in both inpatient and 
outpatient settings. In addition, guid-
ance around how positive screens 
should be interpreted have led to sys-
tems developing untenable rules, 
such as “all positive screens require 
1-to-1 sitters” and “strict safety pre-
cautions.” 

Somewhat surprisingly, the rate of 
positives screen results due to report-
ing a past suicide attempts is signifi-
cant. Past suicidal behavior is one of 
the most predictive risk factors of fu-
ture behavior, but many reported at-
tempts were in the distant past (eg, 
more than 10 years earlier). How 
should these truthful responses be in-
terpreted? Such past behavior may be 
important clinical history when deliv-
ering a poor medical prognosis to a 
patient. Clearly more implementation 
research is needed on how to handle 
past attempt history and how fre-
quently patients should be screened.

The impact of COVID-19
Suicide risk screening is especially 
challenging in the time of a pandemic. 
Data are not yet available to ascertain 
how COVID-19 will affect the suicide 
rate. However, the 3-tiered clinical 
pathway needed to be revised to ac-
commodate mostly telehealth screen-
ing. Due to the urgent need, we revised 
the suicide risk screening clinical 
pathways published by Brahmbhatt 
and colleagues to reflect the need for 
phone screening and assessments.

Typically, anyone who is in immi-
nent danger requires an urgent psy-
chiatric evaluation in an ED. The 
pathway needed to be revised to help 
patients with acute suicide risk avoid 
exposure to COVID-19 in the ED and 
to spare the ED from over-crowding 
during the pandemic crisis. Separate 
adult and youth versions of this path-
way were created and are available as 
part of the ASQ Toolkit (Figure).27 
However, they have not yet been em-
pirically tested. A critical part of this 
pathway is for the health care practi-
tioner to provide lethal means coun-
seling to the patient and family mem-
bers or friends to ensure safe storage 
or removal of potentially dangerous 
items (eg, pills, firearms, belts, 
knives).

Conclusion
Detection and management of suicide 
risk screening in the medical setting is 
no longer theoretical. There are many 
hospitals successfully implementing 
suicide-risk screening programs with 
validated instruments. Universal sui-
cide risk screening can be success-
fully implemented without incurring 
a need for additional resources. Use 
of the intermediate step of a brief sui-
cide safety assessment provides criti-
cal guidance for determining appro-
priate follow up in a safe and efficient 
manner. Given the increasing suicide 
rates in the general population, medi-
cal venues offer important opportuni-
ties for early detection, assessment, 
and referral. With evidence-based 
tools and pathways to guide them, ev-
ery health care provider can be a part-
ner in suicide prevention.
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N onsuicidal self-injury to the 
genitalia, or genital self-muti-
lation (GSM), is an uncommon 

form of self-harming behavior seen 
primarily, but not exclusively, in male 
patients with psychosis or schizo-
phrenia spectrum disorders. As with 
any nonsuicidal self-injurious behav-
ior, the severity of GSM varies wide-
ly.1 Since GSM was first described in 
the medical literature in 1901, infre-
quent case reports have been pub-
lished in both psychiatric and uro-
logic literature. The majority of these 
cases have been examples of patients 
exhibiting a single episode of GSM 
often involving amputation of all or 
part of the penis and testicles.1,2

In this report, we present a com-
plex and unusual case of repetitive 
GSM and explore the differential di-
agnoses and psychodynamic and 
psychosocial underpinnings, describ-
ing the patient’s unfolding presenta-
tion while exploring and expanding 
upon the limited existing literature on 
the subject.

Case presentation
A 26-year-old man presented to an out-
patient mental health clinic with com-
plaints of persistent depressed mood 
and emotional outbursts. During the 
interview, “Mr Carr” incidentally dis-
closed a 13-year history of repetitive, 
superficial cutting of the ventral aspect 
of his penis. Adding to the intrigue of 
this case, he initially denied any history 
of overt psychotic symptoms.

Mr Carr reported persistent de-
pressed mood, anxiety, outbursts of 
anger, and increasing social isolation. 
He recently began taking courses to 
be trained as an information technol-
ogy technician and soon after had a 
physical altercation with a classmate 
whom he believed was talking about 
him behind his back. This altercation 
led him to seek help at the clinic.

Mr Carr described a lifelong his-

tory of untreated depression with an 
aborted suicide attempt at the age of 
12 (in which he held a knife to his 
wrist) and 1 hospitalization at the age 
of 24 due to suicidal ideation. As an 
inpatient, he was given an unknown 
medication, which he discontinued 
shortly after discharge. Around the 
time of this hospitalization, he began 
to feel self-conscious around his 
friends and family.

Mr Carr used to enjoy traveling 
and meeting new people but is now a 
loner without lasting friendships. He 
wanted to work as an information 
technology technician so that he 
could work in an isolated environ-
ment away from others. His interac-
tions with family, classmates, and 
strangers on the internet have become 
more negative, which he attributes to 
his increasingly pessimistic world 
view. He endorsed low self-esteem 
and troublesome interpersonal sensi-
tivity and felt that others are critical of 
him but admitted that he may be pro-
jecting his own feelings about himself 
onto those around him. He expressed 
a desire to improve his life and his so-
cial skills so that his interactions with 
others are more positive.

During the interview, Mr Carr was 
thoughtful, articulate, and had partial 
insight into his problems. He was at-
tentive and polite to clinicians, and his 
thought processes were linear, logical, 
and goal directed. He was fully ori-
ented with depressed affect. He scored 
15 on the Patient Health Question-
naire-9 (PHQ-9), which indicated 
moderately severe depression. He de-
nied current suicidal ideation.

When asked about nonsuicidal 
self-injury, he reported that since age 

13, he has been cutting layers of skin 
from the ventral side of his penis 
about 2 to 3 times a year. He did not 
endorse erotic sensations or emotion-
al relief as motivating these acts. Mr 
Carr stated all his sexual partners 
were female and that the cutting of 
his genitalia did not interfere with his 
sex life. He has not had any long-
term romantic relationships.

Upon questioning, he denied any 
history of physical or sexual abuse. 
However, he later stated, “My whole 
life has felt like emotional abuse.” Mr 
Carr said his family makes him feel 
inadequate, and they wanted him to 
be circumcised. He said he was raised 
Catholic and was of Hispanic and 
Northern European ancestry. He did 
not know why he was not circum-
cised as an infant. An aunt recently 
asked him, “Why don’t you just have 
it done and be over with it?” He be-
lieves circumcision is not natural; he 
became visibly upset talking about 
the subject and declined to answer 
further questions regarding the cut-
ting of his penis.

Mr Carr did not have a history of 
mania, auditory hallucinations, or vi-
sual hallucinations, and as far as he 

knows, there was no family history of 
psychiatric illness. He reported infre-
quent alcohol and cigarette use and 
daily marijuana use as self-treatment 
for his depression and anxiety. He 
used cocaine and psilocybin each on 
1 occasion several years ago; he de-
nied use of other drugs.

Mr Carr was agreeable to medica-
tion treatment and was started on 25-
mg hydroxyzine and 30-mg dulox-
etine with instructions to increase the 
duloxetine dose to 60 mg after 7 
days. He was also assigned to meet 
with a licensed clinical social worker 
for counseling.

Four days later, Mr Carr called a 
crisis hotline and reported that he 
was hearing voices. His psychiatrist 
was made aware of this call and 
phoned him to follow up. Mr Carr 
said he was unsure whether the voic-
es were his neighbors “talking about 
him” or if the voices were internal. 
Two weeks later, he called his psy-
chiatrist requesting a higher dose of 

hydroxyzine to treat his anxiety. 
When discussing what he was anx-
ious about, he described an earlier 
event during which he was running 
errands when he became concerned 
that the strangers around him did not 
like him and were calling him names. 
He also stated that his hotel room was 
burglarized the night before, and he 
believed someone was “trying to in-
timidate [him].” Shortly after these 
incidents of increasing paranoia, Mr 
Carr accused his psychiatrist of not 
caring about him, moved out of state, 
and was lost to follow-up.

Psychiatric diagnoses and 
GSM
Although it is clear GSM behaviors 
occur within a spectrum of severity, a 
limitation of most literature reviews 

Genital Self-Mutilation 
A Cutting Conundrum

CASE REPORT

SIGNIFICANCE FOR PRACTICING PSYCHIATRISTS
 ◗ Genital self-mutilation occurs in the context of a wide variety of psychiatric 
diagnoses.

 ◗ Little is known about the natural course of and psychosocial factors behind genital 
self-mutilation, indicating a need for further study.

Conservatively, 49% of patients exhibiting any 
form of GSM and 23.8% with mutilation-only 
GSM end up with a diagnosis of a 
schizophrenia spectrum disorder.
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is that few have differentiated be-
tween low-intensity and more life-
threatening GSM behaviors. The 
most recent systematic review of the 
available literature explored this is-
sue directly but also called into ques-
tion previous reports of the percent-
age of patients who are psychotic at 
the time of self-harm.1

Veeder and Leo1 sought to com-
pare the psychiatric diagnoses behind 
173 cases of GSM and to differenti-
ate between mutilation-only and 
more extreme cases such as amputa-
tion of the penis, castration, or com-
bined amputation and castration. 
Their review of the literature classi-
fied just 12.1% of GSM incidents as 
mutilation-only cases, whereas 
35.8% involved penile amputation, 
32.4% were cases of self-castration, 
and 19.7% were combined amputa-
tion/castration cases (Figure 1).

Psychiatric diagnoses were identi-
fied in 157 of the 173 cases examined 
(Figure 2). Common psychiatric dis-
orders included schizophrenia spec-
trum as the most common (49%), 
followed by substance use (18.5%), 
personality (15.9%), and gender dys-
phoric (15.3%). These figures are in 
stark contrast to other reviews that 
placed the percentage of schizophre-
nia spectrum disorders higher, from 
77% to 87%.3,4

Veeder and Leo’s analysis found 
that patients who had a diagnosis of 
schizophrenia spectrum disorders 
were more likely to amputate their 
penises (with or without accompany-
ing castration) than patients with 

other diagnoses and that castration 
only was more likely in patients with 
gender dysphoria. In the cases of mu-
tilation only, 23.8% of patients had a 
diagnosis of schizophrenia spectrum 
disorders, 19% had a diagnosis of 
substance use disorder, 19% had a 
diagnosis of personality disorder, 
9.5% had a diagnosis of depression, 
9.5% had a diagnosis of gender dys-
phoria, and for 14.3%, a diagnosis 
was unknown or not reported.1

Diagnostic considerations 
for Mr Carr
Because he was lost to follow-up, 
many questions regarding Mr Carr’s 
GSM cannot be answered, and so a 
wide diagnostic net must be cast to 
explore the underlying diagnoses that 
may explain his behavior.

Given Mr Carr’s unfolding psy-
chotic symptoms with auditory hal-
lucinations and persecutory delu-
sions after his visit, and considering 
the previously mentioned data, it 
seems most likely that he was experi-
encing the onset of a schizophrenia 
spectrum disorder.1 If (conservative-
ly) 49% of patients exhibiting any 
form of GSM and 23.8% with muti-
lation-only GSM end up with a diag-
nosis of a schizophrenia spectrum 
disorder, then the cutting of his penis 
may have been Mr Carr’s first pre-
senting sign, preceding the major cri-
teria for any schizophrenia spectrum 
disorder by many years. Moreover, 
Mr Carr described himself as a loner, 
consistent with personality charac-
teristics often noted in patients be-

fore the onset of psychosis.
There is at least 1 case in the litera-

ture in which a man castrated himself 
years before the onset of overt psy-
chosis. At the time of the autocastra-
tion, this man received a diagnosis of 
schizotypal personality disorder due 
to odd beliefs or magical thinking and 
social withdrawal. Three years later, 
the patient presented with overt para-
noia, disorganized thought, and the 
diagnosis was schizophrenia.5

In addition to schizophreniform 
disorder,  schizophrenia, and 
schizoaffective disorder, medication-
induced psychotic disorder should 
also be included in the differential 
diagnosis because Mr Carr’s psy-
chotic symptoms appeared days after 
the initiating duloxetine.6,7

In their review, Veeder and Leo 1 
found that mood disorders were not a 
common diagnosis in the setting of 
GSM: only 8.9% of cases of any form 
of GSM and 9.5% of mutilation-only 
GSM involved patients meeting crite-
ria for major depressive disorder 
(MDD).1 Mr Carr reported a long his-
tory of depression and met MDD cri-
teria at the time of his presentation to 
the clinic. Therefore, MDD with psy-
chotic features should be included in 
the differential diagnosis.

There is also the possibility that 
Mr Carr has been suffering with bi-
polar disorder for many years. He 
described a time before his hospital-
ization in which he hitchhiked, trav-
eled through many states, slept on the 
couches of strangers, and pursued 
sexual relationships with women he 
had only just met. Without more in-
formation, it is difficult to determine 
whether this was simply age-appro-
priate youthful adventurous behavior 
or hypomanic episodes. The fact that 
Mr Carr experienced psychosis after 
starting duloxetine further supports 
the inclusion of bipolar disorder with 
psychotic features in the differential 
diagnosis.

In light of his almost-daily mari-
juana use, substance use disorder 
should be considered. Substance use 
disorders were reported in 19% of 
individuals with mutilation-only 
GSM.1 Mr Carr denied any cognitive 
or other impairment from his mari-
juana use, but one cannot rule out that 
marijuana or other possible additives 
may have exacerbated his paranoia or 
triggered the auditory hallucinations. 
Dual diagnosis is not uncommon in 
patients with psychotic disorders. No 
urine drug screen was performed to 
confirm that marijuana was the only 
substance in his system. Mr Carr 
stated that he began cutting himself 
before he began using marijuana, 

suggesting that marijuana use did not 
explain his GSM.

When considering a personality 
disorder (diagnosed in 19% of muti-
lation-only cases) as an underlying 
diagnosis, Mr Carr did exhibit some 
cluster A personality traits such as 
suspicion of others as found in para-
noid or schizotypal personality disor-
ders and a preference for solitary ac-
tivities as seen in schizoid personality 
disorder.1 He also had some symp-
toms of borderline personality disor-
der with self-mutilating behavior (al-
though not suicidal) and described 
intense anger and paranoid ideation, 
which may have been stress related 
and evolved into psychosis. However, 
he did not meet DSM-5) criteria for 
any one disorder. Moreover, these 
personality traits merge with Mr 
Carr’s psychotic and mood symp-
toms.

Of the 4 diagnoses, Veeder and 
Leo found most commonly in mutila-
tion-only cases, gender dysphoria is 
the least likely to explain Mr Carr’s 
case, as he did not describe any dis-
satisfaction with his gender.

It is very difficult to find examples 
of patients who have practiced GSM 
repetitively. A report from 2002 
found only 13 cases of repetitive 
GSM in the literature. The authors 
reported that 8 of the 13 cases 
(61.5%) involved male patients with 
gender dysphoria and in only 5 of the 
cases (38.5%) was the patient psy-
chotic at the time. Of these 13 total 
cases, 46.2% began with low-intensi-
ty, nonpermanent forms of mutilation 
and progressed to more severe acts.2 
Although it is a small sample size, 
this report highlights the importance 
of asking these patients about gender 
dysphoria and determining whether 
their self-harming behavior has 
evolved in severity over time. 

DSM-5 cites nonsuicidal self-in-
jury as a condition warranting further 
research. While Mr Carr’s behavior 
does not entirely fit within the pro-
posed criteria for this disorder, it is 
worth noting here. DSM-5 character-
izes nonsuicidal self-injury as repeti-
tive, shallow but painful injuries to 
the body surface that commonly pro-
duce feelings of relief. Many indi-
viduals who practice this behavior 
report feelings of tension and craving 
for the mutilation followed by re-
duced tension and anxiety after the 
act. Whether Mr Carr felt this pattern 
of craving followed by relief, we do 
not know, but it is clear he did not 
intend to kill himself by GSM.

Case reports on GSM are not only 
scarce, they are also inconsistent in 
their documentation of the psychoso-

Figure 1. Classification of GSM cases

Figure 2. Diagnoses common in GSM cases
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cial factors underlying these acts. In the case of Mr Carr, one 
wonders what role the pressure from his family to undergo cir-
cumcision played in his GSM or whether his feelings of having 
been emotionally abused contributed to self-punishing behav-
ior.

Several psychodynamic theories have been proposed regard-
ing GSM. Some have posited that it could be related to Freudian 
castration anxiety. Thompson and colleagues8 described 2 cases 
of GSM by 2 young men who had recently lost their fathers, sug-
gesting that an unresolved oedipal complex may have contributed 
to the GSM. The authors proposed that guilt about an attachment 
to their mother, ambivalence toward the father, and intense grief 
might have led to self-punishment by carrying out castration fears.

Findings from another case study of 3 patients suggest that 
GSM could be related to castration anxiety and unresolved oedi-
pal situations.9 A case study of 2 patients with schizophrenia who 
carried out a different and extreme form of self-mutilation, self-
enucleation, suggested that castration fears and failure to resolve 
oedipal conflicts, severe guilt, and self-punishment all contributed 
to these desperate acts.10 Mr Carr did not share specific details 
about his relationship with his parents other than general feelings 
of emotional abuse to support unresolved oedipal issues as influ-
encing him.

Other risk factors identified in the literature include feelings of 
guilt surrounding a sexual conflict, as well as experiences of sepa-
ration, a recent failure, and a history of self-mutilation (genital and 
nongenital).2 Unfortunately, the case of Mr Carr, like cases before 
it, lacks many important details that could contribute to our under-
standing of this unusual behavior. Questions such as whether he felt 
guilty about a past sexual encounter or if he was punishing himself 
for disappointing his family may never be answered. Consistent 
with the diagnostic complexity of Mr Carr, for 14.3% of mutilation-
only GSM cases, a diagnosis was unknown or not reported.1

Conclusions
GSM is an infrequent form of nonsuicidal self-injury that occurs 
within a spectrum of severity. It is very likely that less severe 
forms of GSM may be both underreported and unpublished. 
These factors combined with the immense shift in scientific un-
derstanding of human sexuality since the first cases were report-
ed has contributed to the clinical mystery of GSM. When facing 
a case of GSM, clinicians should explore the motivations under-
lying the self-injury and consider a wide variety of psychiatric 
diagnoses. Medical treatment should be tailored to the patient’s 
presentation and underlying diagnosis, and the patient should be 
closely monitored for recurrence and escalation.
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Despite considerable heterogeneity in 
the precise symptoms experienced 
across patient populations, there is 

growing realization that common neurobi-
ological processes may contribute to obses-
sive compulsive disorder (OCD) vulnera-
bility and its persistence. OCD is regarded 
as the archetypal disorder of compulsivity 
(ie, a tendency toward repetitive habitual 
actions that the patient feels a need to per-
form, with untoward functional conse-
quences such as detracting from overall life 
goals, or quality of life). Disorders of com-
pulsivity include OCD and related disor-
ders such as hoarding disorder, body dys-
morphic disorder, trichotillomania, skin 
picking disorder, and Tourette syndrome. 

Brain circuitry in OCD

CASE VIGNETTE

“Claire,” a 21-year-old student, reports a 
5-year history of moderately severe OCD, 
mainly relating to taboo sexual thoughts 
and the repeated need to confess. She 
signs up for a research study exploring the 
neurobiology of OCD, in which she under-
takes a clinical assessment, cognitive tests, 
and a structural brain scan. At the end of the 
session, Claire asks whether her brain scan 
can be used to help confirm that she has 
OCD. She says she has read on the internet 
about research that can accurately diag-
nose OCD using brain scans. She asks if she 
can have a picture of her brain to see the 
changes that happen with OCD.

Structural and functional changes with-
in the brain have long been implicated in 
the pathophysiology of OCD. Cortical and 
subcortical brain regions comprise a series 
of segregated circuits that may play differ-
ent roles in thought and behavior. Neuro-
imaging work in OCD has identified struc-
tural and functional abnormalities, 
typically involving the orbitofrontal corti-
ces and basal ganglia (caudate nucleus)—
the orbitofrontal circuit. These findings 

support the classic model that consider 
OCD to be a disorder of maladaptive habit 
circuitry. This model has gained traction 
and evolved into conceptualizations focus-
ing on habit and loss of top-down control 
by cortically mediated inhibitory mecha-
nisms (ie, disinhibition).1,2

In recent years, it has become apparent 
that OCD involves changes across a broad 
range of frontostriatal loop circuits, al-
though abnormalities of the orbitofrontal 
cortices and basal ganglia have commonly 
been reported.3 OCD has been associated 
with gray matter volume increases in sub-
cortical structures (such as the putamen 
and globus pallidus) and with gray matter 
reductions in the cortex (especially the 
ventral and dorsal medial cortex and infe-
rior frontal cortex).4 In terms of measures 
of cortical thickness (a proxy for the num-
ber of neurons in a particular brain region), 
more widespread reductions have been 
typically observed, including not only in 
the frontal but also in the parietal and tem-
poral parts of the brain. Reduced fractional 
anisotropy (a measure of fiber density, ax-
onal diameter, and myelination in white 
matter) in anterior midline tracts (includ-
ing parts of the corpus callosum and cingu-
late bundle) is also seen. Collectively, 
these data suggest that OCD is associated 
with changes across anatomically dispa-
rate brain structures, both in terms of gray 
matter and white matter tracts.

One approach used to explore brain 
structure in OCD has been to pool struc-
tural neuroimaging scans from diverse 
group studies—a mega-analysis. Findings 
from 1 such mega-analysis indicate that 
OCD may be associated with smaller hip-
pocampal volumes and larger pallidum vol-
umes; however, there were no significant 
differences in the caudate or putamen.5 
OCD has also been associated with de-
creased cortical thickness in various fron-
tal, parietal, and temporal cortical regions.6 
These results highlight the existence of 
structural brain abnormalities outside of the 
classic orbitofrontal loop circuit.

We can also think of the neurobiologi-
cal underpinnings of OCD in terms of 
function of distributed brain networks, 
whether in the resting state or during cog-
nitive tasks. Indeed, a meta-analysis of 

Exploring the 
Neurobiology of OCD
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resting state functional connectivity 
neuroimaging studies identified hy-
poconnectivity within and across 
some circuits; with dysconnectivity 
(no particular direction of connectiv-
ity changes) in other circuits.7

Cognitive neuroimaging studies 
in OCD have typically focused on 
domains previously found to be im-
paired, such as motor inhibitory con-
trol, cognitive flexibility, and execu-
tive planning. Imaging can be used 
to assess neurobiological underpin-
nings of cognitive task performance 
in two ways: by measuring activa-
tion in particular brain regions and 
by examining functional connectiv-
ity or “coupling” between these 
brain regions. In a meta-analysis of 
functional neuroimaging studies us-
ing inhibitory control tasks, patients 
with OCD exhibited underactivation 
in several brain areas (eg, rostral and 
ventral anterior cingulate cortices, 
bilateral thalamus/caudate, right an-
terior insula/frontal operculum,  su-
pramarginal gyrus, and orbitofrontal 
cortex).8

Recent findings from case-control 
studies of functional connectivity in-
dicate that patients with OCD and 
their clinically asymptomatic first-
degree relatives had reduced func-
tional connectivity between anterior 
and posterior cortical regions during 
a motor inhibition task (Figure).9 In 
another study, functional connectivi-
ty between the ventrolateral prefron-
tal cortex and dorsal caudate nucleus 
was linked with worse cognitive flex-
ibility in OCD.10 Elsewhere, dyscon-
nectivity was identified between the 
cortex and basal ganglia (putamen) in 
patients with OCD and their clini-
cally asymptomatic first-degree rela-
tives.11 Because some of these brain 
changes extend to first-degree family 
members, they may represent vulner-
ability markers for OCD.

The imaging evidence suggests 
that OCD is associated with distrib-
uted, subtle, structural and functional 
brain changes involving not only the 

orbitofrontal loop but also other cir-
cuits. This information, including 
awareness of what the literature does 
and does not show, can be helpful 
when asked questions from patients, 
such as in the case of Claire in the 
previous Case Vignette. To answer 
Claire’s question about whether 
OCD would “show” on her brain 

scan, we would explain that although 
brain changes have been reported 
when comparing groups of people 
with OCD to those without OCD, 

these are average differences and are 
very subtle. They cannot be seen on 
an individual’s brain scan.

To address Claire’s other question, 
about whether OCD can be diag-
nosed using a brain scan, the answer 
is, “No.” There is no appropriately 
validated algorithm that can be used 
to diagnose OCD based on a brain 
scan. There have been studies using 
multivariate pattern analysis to build 
predictive models that are capable of 
classifying scans (eg, into OCD or 
control groups); however, one cannot 
conclude from this that these algo-
rithms would generalize to OCD at 
large, or to other research or clinical 
settings. For example, smaller stud-
ies can result in model over-fit—a 
statistical issue whereby a model can 
apparently give astoundingly high 
accuracy; but this just reflects statis-
tical fallacy and results would not 
generalize.

In 1 of the largest classifier studies 
to date, machine learning classifiers 
based on neuroimaging measures 
were found to be poor and no better 
than chance at identifying OCD 

when applied to an independent set 
of data.12 There were more promising 
results when these techniques were 
applied to a subset of the data, albeit 
some caution is needed because of 
the negative overall findings in the 
primary analysis.

Have advances in the neu-
robiology of OCD affected 
treatments?

CASE VIGNETTE

“Joseph” is 28 years old with a 
10-year history of severe OCD, with 
contamination obsessions and wash-
ing compulsions, extensive procrasti-
nation, and repetitive list making/
doodling. He has undergone treat-
ment trials of appropriate duration 
and dosage with various serotonin 
reuptake inhibitors, including aug-
mentation strategies using other 
agents (eg, low-dose antipsychotic 
medication and N-acetyl cysteine) 
and extensive cognitive behavioral 
therapy (CBT) using exposure re-

Neuropsychiatry

Figure 1. Example of the use of a cognitive task during functional neuroimaging, to 
explore the neurobiology of OCD. 

The bottom figure shows abnormal hypo-connected brain pathways that were 
identified in OCD patients and their relatives during the inhibitory control task. 
Reproduced under Creative Commons license from Hampshire et al., Biol Psychiatry Cogn Neurosci 
Neuroimaging, 2019. 

The top figure shows brain networks associated with undertaking an inhibitory 
control task. 

It has become apparent that OCD involves 
changes across a broad range of fronto- 

striatal loop circuits, although abnormalities 
of the orbitofrontal cortices and basal 

ganglia have commonly been reported.
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sponse prevention. His OCD symp-
toms remain severe; he is incapaci-
tated by his illness and has difficulty 
leaving the house, for example, to go 
to work or socialize.

Following approval by an ethics 
board and a careful discussion of risks 
and benefits, Joseph underwent a 
neurosurgical procedure to implant 
electrodes targeting the nucleus ac-
cumbens. Approximately 6 months 
following deep brain stimulation (DBS) 
and continuation of pharmacotherapy 
and CBT, Joseph reported a significant 
improvement in OCD symptoms, and 
he was able to work and socialize. 
Three years postsurgery, his symp-
toms remained much improved with 
continuation of treatment.

Given the changes that have come 
about with neuroimaging, an inter-
esting question is posed: To what ex-
tent has neurobiological knowledge 
of OCD modified treatment ap-
proaches for patients? Current first-
line, evidence-based treatments for 
OCD include serotonin reuptake in-
hibitors and/or CBT with exposure 
response prevention. In a recent sys-
tematic review and meta-analysis, 
serotonin reuptake inhibitors and 
psychotherapies showed superiority 
over placebo in treating adult OCD. 
These treatments have been used for 
more than 30 years and have not 
practically been influenced or altered 
by neurobiological research on OCD.

Imaging has yielded insights into 
brain mechanisms by which treat-
ments may improve OCD. Study data 
show that structural and functional 
brain changes associated with OCD 
symptoms normalize to some extent 
with successful medication treat-
ment. Such partial normalization also 
occurs with psychotherapy.13 How-
ever, there are some caveats: often 
the studies comprise small sample 
sizes and did not have suitably rigor-
ous control conditions, etc.

Overall, successful treatment with 
medication or psychotherapy seems 
to normalize at least some of the 
brain changes associated with OCD. 
This leads to the question of whether 
imaging could be used to direct or 
predict treatment response. Similar 
to diagnosing OCD at the individual 
patient level using a brain scan, there 
is no evidence that treatment can be 
usefully predicted at this level. Find-

ings suggest that algorithms for treat-
ment response using baseline scans 
can be built, including the ability to 
predict response to psychotherapy. 
However, these approaches have yet 
to be generalized or be useful at the 
individual patient level in clinical 
practice. Again, there are issues relat-
ing to statistical overfitting and find-
ings being unlikely to generalize.

As illustrated by the case vignette, 

deep brain stimulation, or other neu-
rosurgical procedures such as gamma 
ventral capsulotomy are sometimes 
used in the most extreme cases of 
treatment-resistant OCD. These neu-
rosurgical interventions, however, do 
not help everyone and when success-
ful, may result only in a reduction of 
OCD symptoms rather than remis-
sion. This finding has led research 
into improving these interventions on 
the individual level based on more 
detailed neurobiological understand-
ing of OCD. For example, 1 recent 
study used a clinical assessment and 
symptomatic provocation during 
functional MRI to enhance electrode 
placement for DBS in a small sample 
of patients.14

Concluding remarks
Substantive advances have been 
made in understanding the neurobi-
ology of OCD. We have seen that 
OCD is often associated with struc-
tural brain changes implicating not 
only the classic orbitofrontal circuit 
but other regions as well. These in-
clude relative reductions in cortical 
thickness across multiple regions, 
which may contribute to disinhibi-
tion and a loss of top-down control 
governing basal ganglia–driven ha-
bitual response patterns. Functional 
imaging has revealed hypoactivation 
during tasks of inhibitory control, as 
well as (typically) reduced functional 
connectivity between key brain re-
gions during cognitive tasks. Al-

though some OCD-related brain 
changes appear to normalize with 
successful treatment, cognitive and 
neural changes have also been identi-
fied in first-degree relatives of pa-
tients who have OCD without symp-
toms. This finding may reflect some 
biological associations constituting 
vulnerability markers and others aris-
ing directly from symptoms (or in as-
sociation with symptoms).

Longitudinal research is needed to 
better delineate vulnerability versus 
chronicity markers in OCD and to 
translate these research findings into 
meaningful changes in daily clinical 
practice. To date, first-line treatments 
for OCD have essentially remained 
unchanged for at least 30 years. Neu-
robiological advances are useful be-
cause they can help clinicians and pa-
tients understand the illness and how 
treatments work. With time, the hope 
is that predictive algorithms can be de-
veloped and validated in order to help 
refine diagnosis and treatment predic-
tion at the individual patient level.
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Successful treatment with medication  
or psychotherapy seems to normalize  

at least some of the brain changes 
associated with OCD.

Tell us what you think! Do you have a clinical challenge? Or, have you solved a  
clinical conundrum and want to share tips or insights with colleagues?

WE WANT TO  
HEAR FROM YOU

Send your challenges and success stories (with fictionalized/composite case studies) to PTEditor@mmhgroup.com
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» David N. Osser, MD

V alproate/divalproex appears to 
be considerably overused in the 
US; the use of lithium, second-

generation antipsychotics, and carba-
mazepine should be more prominent 
in treatment decisions for patients 
with bipolar mania.

Valproate/divalproex was ap-
proved by the FDA for use in bipolar 
mania with the publication of a major 
study in 1994 that showed efficacy. It 
was heavily marketed and entered the 
mainstream practice in the US. It has 
been used less in Europe and even 
less in Japan where carbamazepine is 
more popular as an alternative to 
lithium. In the 1970s, Japanese re-
searcher Teruo Okuma, MD, PhD, 
was the first to demonstrate the effect 
of carbamazepine in mania.

As there have been more studies, 
the evidence base for the efficacy of 
this product has become less and less 
impressive. In the last 2 published 
placebo-controlled trials of divalpro-
ex in acute mania (1 in adults, 1 in 
adolescents and young adults), there 
were no differences from placebo; 

and, in the study published just be-
fore those, the effects were statisti-
cally significant but quite small.1 
Meta-analyses of controlled studies 
of medications for acute mania find it 
to have a smaller effect size than lith-
ium, carbamazepine, and antipsy-
chotics.2

Maintenance tri-
als have not shown 
efficacy, and the 
medication does not 
have FDA approval 
as a maintenance 
treatment for bipolar 
disorder. Its use for 
that purpose, al-
though common, is 
off-label. Valproate/
divalproex is also 
not approved for 
treatment of acute bipolar depression 
nor for prevention of depressive epi-
sodes. However, there are a few small 
studies that suggest that it could work 
for bipolar depression; larger studies 
are needed.3

One group of patients with bipolar 
disorder that seem to fare better on 
valproate includes those with acute 

mixed mania (ie, meeting full criteria 
for mania but having 3 or more symp-
toms of depression concomitantly). 
Valproate may be preferred over lith-
ium for such patients.1

Clinicians often choose valproate 
because of a perception that it has a 

milder adverse effect 
profile than other bi-
polar medications. 
However, head-to-
head studies indicate 
that 1 very important 
adverse effect—
weight gain—is 
greater with valpro-
ate than with lithium, 
olanzapine, and que-
tiapine.1 The risk of 
suicidal behaviors is 
twice as high on anti-

convulsants such as valproate com-
pared with controls, whereas substan-
tial evidence finds reduced risk of 
suicidality on lithium. Liver dysfunc-
tion and, less commonly, pancreatitis, 
thrombocytopenia, and polycystic 
ovaries are other significant adverse 
effect issues with valproate. It has the 
most teratogenicity of any medication 

used in bipolar disorder and has been 
declared by experts to be a last resort 
medication for any woman of child-
bearing potential.2

In conclusion, valproate/divalpro-
ex appears to be considerably over-
used in the US. Clinicians should 
think of lithium, second-generation 
antipsychotics, and carbamazepine 
more prominently in selecting medi-
cation for patients with bipolar mania. 
Patients should be informed of the 
evidence-base for efficacy and FDA 
approval status before being pre-
scribed valproate for acute illness and 
especially for maintenance usage.

Dr Osser is Associate Professor of 
Psychiatry, Harvard Medical School, 
and Consulting Psychiatrist, US 
Department of Veterans Affairs, 
National Telemental Health Center, 
Bipolar Disorders Telehealth Program, 
Brockton, MA.
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Valproic Acid: Overused  
in Bipolar Disorder?

BIPOlAR uPDATE

American College of Physicians  
Suggests Health Care Reform 
» Keith A. Reynolds

L eaders of the American College 
of Physicians (ACP) say that a 
policy proposal they introduced 

earlier this year could be used to 
guide the US health care system, 
both during the COVID-19 coronavi-
rus pandemic and afterward.

In an “Ideas and Opinions” article 
published in Annals of Internal Med-
icine earlier this week, ACP leaders 

argued that actions outlined in the 
January policy paper, “Better is Pos-
sible: The American College of Phy-
sicians Vision for the U.S. Health 
Care System” could be used to im-
prove access to care, reduce per cap-
ita health care costs, and reduce 
health care system complexity.

The pandemic exposed the flaws of 
the US health care system, including 
lack of universal coverage and access, 
socioeconomic inequalities, race- and 
ethnicity-based marginalization, and 

gendered consequences, according to 
lead author Sue S. Bornstein, MD.

“This widespread public health 
crisis has wreaked havoc on patients 
and left many health care systems un-
able to provide much needed care,” 
she said in a statement. “Enough is 
enough. The time is now to address 
our system’s shortcomings and enact 
real change.”

The policy paper calls for the US 
to adopt a single payer financing 
health care system or a publicly fi-

nanced coverage option with regu-
lated private insurance.

The need for expanding coverage 
is underscored by the COVID-19 
pandemic as more than 30 million 
people are uninsured or underin-
sured. That number is likely to in-
crease, as the pandemic has led to 
millions of Americans losing their 
jobs and, thus, possibly their employ-
er-provided insurance policies. Read 
more Medical Economics at https://
bit.ly/37ApCf9 ❒

FROM THE PAGES OF

“The evidence base 
for the efficacy of 
this product has 

become less 
impressive.”
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FOR ADULTS WITH SCHIZOPHRENIAFOR ADULTS WITH SCHIZOPHRENIA

Please see additional Important Safety Information and Brief Summaries of full Prescribing Information, including 
Boxed Warning, for ARISTADA INITIO and ARISTADA on the following pages.

Give me treatment 
that starts strong 
and stays strong

* The ARISTADA INITIO regimen is defined as a 
single injection of ARISTADA INITIO (675 mg) 
given in conjunction with a single 30 mg dose of 
oral aripiprazole.2

† Additional dosing options are available: 441 mg 
monthly, 662 mg monthly, and 882 mg monthly 
or every 6 weeks.1

•  ARISTADA is proven effective in adult patients with schizophrenia1

 • Start strong with single-day initiation (ARISTADA INITIO regimen)1,2*

 • Stay strong with the ARISTADA 2-month dose (1064 mg)1†

Julian, 27, 
treated with the 

ARISTADA 2-month 
dose (1064 mg)

Important dosing considerations for 
ARISTADA INITIO and ARISTADA
•  For patients who have never taken 

aripiprazole, establish tolerability with oral 
aripiprazole prior to initiating ARISTADA® 
(aripiprazole lauroxil) or ARISTADA INITIO® 
(aripiprazole lauroxil)1,2

•  ARISTADA INITIO and ARISTADA are only 
to be administered as an intramuscular 
injection by a healthcare professional1,2

•  There are 2 ways to start treatment with 
ARISTADA. If not starting ARISTADA with 
the ARISTADA INITIO regimen, administer 
21 consecutive days of oral aripiprazole 
with the first ARISTADA injection1

•  Adjust ARISTADA dose as needed. 
When making dose and dosing interval 
adjustments, consider the pharmacokinetics 
and prolonged-release characteristics of 
ARISTADA. ARISTADA INITIO is a single 
dose, and adjustments are not possible1,2

•  If/when a dose of ARISTADA is missed, 
administer the next injection as soon as 
possible. Concomitant supplementation 
following a missed dose may be 
recommended depending on the 
time elapsed since last injection. See 
full Prescribing Information for more 
information1

Learn more about the treatment 
experiences of real patients at 
aristadahcp.com/patient-stories.

INDICATION and IMPORTANT SAFETY INFORMATION for ARISTADA INITIO® (aripiprazole lauroxil) and 
ARISTADA® (aripiprazole lauroxil) extended-release injectable suspension, for intramuscular use 

INDICATION
ARISTADA INITIO, in combination with oral aripiprazole, is indicated for the initiation of ARISTADA when used for the treatment of schizophrenia 
in adults.

ARISTADA is indicated for the treatment of schizophrenia in adults. 

IMPORTANT SAFETY INFORMATION FOR ARISTADA INITIO AND ARISTADA

WARNING: 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. ARISTADA INITIO and 
ARISTADA are not approved for the treatment of patients with dementia-related psychosis.  
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Contraindication: Known hypersensitivity reaction to aripiprazole. 
Reactions have ranged from pruritus/urticaria to anaphylaxis. 

Cerebrovascular Adverse Reactions, Including Stroke: Increased 
incidence of cerebrovascular adverse reactions (e.g., stroke, transient 
ischemic attack), including fatalities, have been reported in placebo-
controlled trials of elderly patients with dementia-related psychosis 
treated with risperidone, aripiprazole, and olanzapine. ARISTADA INITIO 
and ARISTADA are not approved for the treatment of patients with 
dementia-related psychosis. 

Potential for Dosing and Medication Errors: Medication errors, including 
substitution and dispensing errors, between ARISTADA INITIO and 
ARISTADA could occur. ARISTADA INITIO is intended for single 
administration in contrast to ARISTADA which is administered monthly, 
every 6 weeks, or every 8 weeks. Do not substitute ARISTADA INITIO for 
ARISTADA because of differing pharmacokinetic profiles.

Neuroleptic Malignant Syndrome (NMS): A potentially fatal symptom 
complex may occur with administration of antipsychotic drugs, including 
ARISTADA INITIO and ARISTADA. Clinical manifestations of NMS include 
hyperpyrexia, muscle rigidity, altered mental status, and evidence of 
autonomic instability (irregular pulse or blood pressure, tachycardia, 
diaphoresis, and cardiac dysrhythmia). Additional signs may include 
elevated creatine phosphokinase, myoglobinuria (rhabdomyolysis), and 
acute renal failure. The management of NMS should include: 1) immediate 
discontinuation of antipsychotic drugs and other drugs not essential to 
concurrent therapy; 2) intensive symptomatic treatment and medical 
monitoring; and 3) treatment of any concomitant serious medical 
problems for which specific treatments are available. 

Tardive Dyskinesia (TD): The risk of developing TD (a syndrome of 
abnormal, involuntary movements) and the potential for it to become 
irreversible are believed to increase as the duration of treatment and the 
total cumulative dose of antipsychotic increase. The syndrome can 
develop, although much less commonly, after relatively brief treatment 
periods at low doses. Prescribing antipsychotics should be consistent 
with the need to minimize TD. Discontinue ARISTADA if clinically 
appropriate. TD may remit, partially or completely, if antipsychotic 
treatment is withdrawn. 

Metabolic Changes: Atypical antipsychotic drugs have been associated 
with metabolic changes that include: 

•  Hyperglycemia/Diabetes Mellitus: Hyperglycemia, in some cases 
extreme and associated with ketoacidosis, coma, or death, has been 
reported in patients treated with atypical antipsychotics. There have 
been reports of hyperglycemia in patients treated with oral 
aripiprazole. Patients with diabetes should be regularly monitored for 
worsening of glucose control; those with risk factors for diabetes 
should undergo baseline and periodic fasting blood glucose testing. 
Any patient treated with atypical antipsychotics should be monitored 
for symptoms of hyperglycemia, including polydipsia, polyuria, 
polyphagia, and weakness. Patients who develop symptoms of 
hyperglycemia should also undergo fasting blood glucose testing. 
In some cases, hyperglycemia has resolved when the atypical 
antipsychotic was discontinued; however, some patients require 
continuation of antidiabetic treatment despite discontinuation of the 
suspect drug.

•  Dyslipidemia: Undesirable alterations in lipids have been observed in 
patients treated with atypical antipsychotics. 

•  Weight Gain: Weight gain has been observed with atypical 
antipsychotic use. Clinical monitoring of weight is recommended.

Pathological Gambling and Other Compulsive Behaviors: Compulsive or 
uncontrollable urges to gamble have been reported with use of 
aripiprazole. Other compulsive urges less frequently reported include 
sexual urges, shopping, binge eating and other impulsive or compulsive 
behaviors which may result in harm for the patient and others if not 
recognized. Closely monitor patients and consider dose reduction or 
stopping aripiprazole if a patient develops such urges.

Orthostatic Hypotension: Aripiprazole may cause orthostatic 
hypotension which can be associated with dizziness, lightheadedness, 
and tachycardia. Monitor heart rate and blood pressure, and warn 
patients with known cardiovascular or cerebrovascular disease and risk 
of dehydration and syncope. 

Falls: Antipsychotics including ARISTADA INITIO and ARISTADA may 
cause somnolence, postural hypotension or motor and sensory instability 
which may lead to falls and subsequent injury. Upon initiating treatment 
and recurrently, complete fall risk assessments as appropriate.

Leukopenia, Neutropenia, and Agranulocytosis: Leukopenia, 
neutropenia and agranulocytosis have been reported with 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 ARISTADA INITIO and/or 
ARISTADA at the first sign of a clinically significant decline in WBC and 
in severely neutropenic patients. 

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

Potential for Cognitive and Motor Impairment: ARISTADA INITIO and 
ARISTADA may impair judgment, thinking, or motor skills. Patients 
should be cautioned about operating hazardous machinery, including 
automobiles, until they are certain therapy with ARISTADA INITIO and/or 
ARISTADA does not affect them adversely. 

Body Temperature Regulation: Disruption of the body’s ability to reduce 
core body temperature has been attributed to antipsychotic agents. 
Advise patients regarding appropriate care in avoiding overheating and 
dehydration. Appropriate care is advised for patients who may exercise 
strenuously, may be exposed to extreme heat, receive concomitant 
medication with anticholinergic activity, or are subject to dehydration.

Dysphagia: Esophageal dysmotility and aspiration have been associated 
with antipsychotic drug use; use caution in patients at risk for aspiration 
pneumonia. 

Concomitant Medication: ARISTADA INITIO is only available at 
a single strength as a single-dose pre-filled syringe, so dosage 
adjustments are not possible. Avoid use in patients who are known 
CYP2D6 poor metabolizers or taking strong CYP3A4 inhibitors, strong 
CYP2D6 inhibitors, or strong CYP3A4 inducers, antihypertensive drugs 
or benzodiazepines. 
Depending on the ARISTADA dose, adjustments may be recommended 
if patients are 1) known as CYP2D6 poor metabolizers and/or 2) taking 
strong CYP3A4 inhibitors, strong CYP2D6 inhibitors, or strong CYP3A4 
inducers for greater than 2 weeks. Avoid use of ARISTADA 662 mg, 
882 mg, or 1064 mg for patients taking both strong CYP3A4 inhibitors 
and strong CYP2D6 inhibitors. (See Table 4 in the ARISTADA full 
Prescribing Information.)

Commonly Observed Adverse Reactions: In pharmacokinetic studies the 
safety profile of ARISTADA INITIO was generally consistent with that 
observed for ARISTADA. The most common adverse reaction (≥5% 
incidence and at least twice the rate of placebo reported by patients 
treated with ARISTADA 441 mg and 882 mg monthly) was akathisia.  

Injection-Site Reactions: In pharmacokinetic studies evaluating 
ARISTADA INITIO, the incidences of injection-site reactions with 
ARISTADA INITIO were similar to the incidence observed with ARISTADA. 
Injection-site reactions were reported by 4%, 5%, and 2% of patients 
treated with 441 mg ARISTADA (monthly), 882 mg ARISTADA (monthly), 
and placebo, respectively. Most of these were injection-site pain and 
associated with the first injection and decreased with each subsequent 
injection. Other injection-site reactions (induration, swelling, and redness) 
occurred at less than 1%. 

Dystonia: Symptoms of dystonia, prolonged abnormal contractions of 
muscle groups, may occur in susceptible individuals during the first days 
of treatment and at low doses. 

Pregnancy/Nursing: May cause extrapyramidal and/or withdrawal 
symptoms in neonates with third trimester exposure. Advise patients to 
notify their healthcare provider of a known or suspected pregnancy. 
Inform patients that there is a pregnancy exposure registry that monitors 
pregnancy outcomes in women exposed to ARISTADA INITIO and/or 
ARISTADA during pregnancy. Aripiprazole is present in human breast 
milk. The benefits of breastfeeding should be considered along with the 
mother’s clinical need for ARISTADA INITIO and/or ARISTADA and any 
potential adverse effects on the infant from ARISTADA INITIO and/or
ARISTADA or from the underlying maternal condition. 

ALKERMES® is a registered trademark of Alkermes, Inc. ARISTADA® and logo, 
and ARISTADA INITIO®, are registered trademarks of Alkermes Pharma Ireland 
Limited, used by Alkermes, Inc., under license.  ©2020 Alkermes, Inc.  All rights 
reserved.  ARI-004197  Printed in the U.S.A.  May 2020

IMPORTANT SAFETY INFORMATION FOR ARISTADA INITIO AND ARISTADA (continued)

Please see the Brief Summaries of full Prescribing 
Information, including Boxed Warning, for ARISTADA 
INITIO and ARISTADA on the following pages. 

References: 1. ARISTADA [package insert]. Waltham, MA: Alkermes, Inc; 2020. 
2. ARISTADA INITIO [package insert]. Waltham, MA: Alkermes, Inc; 2020.
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ARISTADA INITIO® (aripiprazole lauroxil) extended-release injectable suspension,  
for intramuscular use 
BRIEF SUMMARY OF PRESCRIBING INFORMATION  
(For complete details, please see full Prescribing Information and Medication Guide.)

WARNING: 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
•  ARISTADA INITIO is not approved for the treatment of patients with  

dementia-related psychosis

INDICATIONS AND USAGE: ARISTADA INITIO, in combination with oral aripiprazole, is 
indicated for the initiation of ARISTADA® (aripiprazole lauroxil) when used for the 
treatment of schizophrenia in adults.
CONTRAINDICATIONS: ARISTADA INITIO is contraindicated in patients with a known 
hypersensitivity reaction to aripiprazole. Hypersensitivity reactions have ranged from 
pruritus/urticaria to anaphylaxis.

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 drug-treated patients of between 1.6 to 1.7 times the risk of death 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 the  
placebo group. 
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. 
Observational studies suggest that, similar to atypical antipsychotic drugs, treatment with 
conventional antipsychotic drugs may increase mortality. The extent to which the findings 
of increased mortality in observational studies may be attributed to the antipsychotic drug 
as opposed to some characteristic(s) of the patients is not clear. ARISTADA INITIO is not 
approved for the treatment of patients with dementia-related psychosis.
Cerebrovascular Adverse Reactions, Including Stroke: In placebo-controlled trials 
with risperidone, aripiprazole, and olanzapine in elderly patients with dementia, there  
was a higher incidence of cerebrovascular adverse reactions (cerebrovascular accidents 
and transient ischemic attacks) including fatalities compared to placebo-treated  
patients. ARISTADA INITIO is not approved for the treatment of patients with  
dementia-related psychosis.
Potential for Dosing and Medication Errors: Medication errors, including substitution 
and dispensing errors, between ARISTADA INITIO and ARISTADA could occur. ARISTADA 
INITIO is intended for single administration only. Do not substitute ARISTADA INITIO for 
ARISTADA because of differing pharmacokinetic profiles. 
Neuroleptic Malignant Syndrome: A potentially fatal symptom complex sometimes 
referred to as Neuroleptic Malignant Syndrome (NMS) may occur in association with 
antipsychotic drugs, including ARISTADA INITIO. Clinical manifestations of NMS are 
hyperpyrexia, muscle rigidity, altered mental status, and evidence of autonomic instability 
(irregular pulse or blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmia). 
Additional signs may include elevated creatine phosphokinase, myoglobinuria 
(rhabdomyolysis), and acute renal failure.
The diagnostic evaluation of patients with this syndrome is complicated. In arriving at a 
diagnosis, it is important to identify cases in which the clinical presentation includes both 
serious medical illness (e.g., pneumonia, systemic infection, etc.) and untreated or 
inadequately treated extrapyramidal signs and symptoms (EPS). Other important 
considerations in the differential diagnosis include central anticholinergic toxicity, heat 
stroke, drug fever, and primary central nervous system pathology.
The management of NMS should include: (1) immediate discontinuation of antipsychotic 
drugs and other drugs not essential to concurrent therapy; (2) intensive symptomatic 
treatment and medical monitoring; and (3) treatment of any concomitant serious medical 
problems for which specific treatments are available. There is no general agreement 
about specific pharmacological treatment regimens for uncomplicated NMS.
If a patient appears to require antipsychotic drug treatment after recovery from NMS, 
reintroduction of drug therapy should be closely monitored, since recurrences of NMS 
have been reported.
Tardive Dyskinesia: A syndrome of potentially irreversible, involuntary, dyskinetic 
movements may develop in patients treated with antipsychotic drugs. Although the 
prevalence of the syndrome appears to be highest among the elderly, especially elderly 
women, it is impossible to predict which patients will develop the syndrome. Whether 
antipsychotic drug products differ in their potential to cause tardive dyskinesia  
is unknown.
The risk of developing tardive dyskinesia and the likelihood that it will become irreversible 
appear to increase as the duration of treatment and the total cumulative dose of 
antipsychotic drugs administered to the patient increase, but the syndrome can develop 
after relatively brief treatment periods at low doses, although this is uncommon.
Tardive dyskinesia may remit, partially or completely, if antipsychotic treatment is 
withdrawn. Antipsychotic treatment itself may suppress (or partially suppress) the signs 
and symptoms of the syndrome and may thus mask the underlying process. The effect of 
symptomatic suppression on the long-term course of the syndrome is unknown.
Given these considerations, antipsychotics should be prescribed in a manner that is most 
likely to minimize the occurrence of tardive dyskinesia. Chronic antipsychotic treatment 
should generally be reserved for patients who suffer from a chronic illness that is known 

to respond to antipsychotic drugs. In patients who do require chronic treatment,  
the smallest dose and the shortest duration of treatment producing a satisfactory 
clinical response should be sought. The need for continued treatment should be 
reassessed periodically.
If signs and symptoms of tardive dyskinesia appear in a patient treated with 
antipsychotics, consider discontinuation of the antipsychotic drug. However, some 
patients may require antipsychotic treatment despite the presence of the syndrome.
Metabolic Changes: Atypical antipsychotic drugs have been associated with 
metabolic changes that include hyperglycemia/diabetes mellitus, dyslipidemia, and 
weight gain. While all drugs in the class have been shown to produce some metabolic 
changes, each drug has its own specific risk profile.
Hyperglycemia/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. There have been reports of 
hyperglycemia in patients treated with oral aripiprazole. Assessment of the 
relationship between atypical antipsychotic use and glucose abnormalities is 
complicated by the possibility of an increased background risk of diabetes mellitus  
in patients with schizophrenia and the increasing incidence of diabetes mellitus  
in the general population. Given these confounders, the relationship between  
atypical antipsychotic use and hyperglycemia-related adverse events is not 
completely understood. However, epidemiological studies suggest an increased  
risk of hyperglycemia-related adverse reactions in patients treated with the  
atypical antipsychotics.
Patients with an established diagnosis of diabetes mellitus who are started on 
atypical antipsychotics should be monitored regularly for worsening of glucose 
control. Patients with risk factors for diabetes mellitus (e.g., obesity, family history of 
diabetes) who are starting treatment with atypical antipsychotics should undergo 
fasting blood glucose testing at the beginning of treatment and periodically during 
treatment. Any patient treated with atypical antipsychotics should be monitored for 
symptoms of hyperglycemia including polydipsia, polyuria, polyphagia, and weakness. 
Patients who develop symptoms of hyperglycemia during treatment with atypical 
antipsychotics should undergo fasting blood glucose testing. In some cases, 
hyperglycemia has resolved when the atypical antipsychotic was discontinued; 
however, some patients require continuation of anti-diabetic treatment despite 
discontinuation of the suspect drug.
Dyslipidemia: Undesirable alterations in lipids have been observed in patients 
treated with atypical antipsychotics. 
Weight Gain: Weight gain has been observed with atypical antipsychotic use. Clinical 
monitoring of weight is recommended.
Pathological Gambling and Other Compulsive Behaviors: Post-marketing case 
reports suggest that patients can experience intense urges, particularly for gambling, 
and the inability to control these urges while taking aripiprazole. Other compulsive 
urges, reported less frequently include: sexual urges, shopping, eating or binge 
eating, and other impulsive or compulsive behaviors. Because patients may not 
recognize these behaviors as abnormal, it is important for prescribers to ask patients 
or their caregivers specifically about the development of new or intense gambling 
urges, compulsive sexual urges, compulsive shopping, binge or compulsive eating, or 
other urges while being treated with aripiprazole. It should be noted that impulse-
control symptoms can be associated with the underlying disorder. In some cases, 
although not all, urges were reported to have stopped when the dose was reduced or 
the medication was discontinued. Compulsive behaviors may result in harm for the 
patient and others if not recognized. If compulsive urges develop, consider 
discontinuing aripiprazole. 
Orthostatic Hypotension: Aripiprazole may cause orthostatic hypotension, perhaps 
due to its a1-adrenergic receptor antagonism. Associated adverse reactions related 
to orthostatic hypotension can include dizziness, lightheadedness and tachycardia. 
Generally, these risks are greatest at the beginning of treatment and during dose 
escalation. Patients at increased risk of these adverse reactions or at increased risk 
of developing complications from hypotension include those with dehydration, 
hypovolemia, treatment with antihypertensive medication, history of cardiovascular 
disease (e.g., heart failure, myocardial infarction, ischemia, or conduction 
abnormalities), history of cerebrovascular disease, as well as patients who are 
antipsychotic-naïve. In such patients, monitor orthostatic vital signs.
Falls: Antipsychotics including ARISTADA INITIO may cause somnolence, postural 
hypotension, or 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 those patients on 
long-term antipsychotic therapy.
Leukopenia, Neutropenia, and Agranulocytosis: In clinical trials and/or 
postmarketing experience, events of leukopenia and neutropenia have been reported 
temporally related to antipsychotic agents. Agranulocytosis has also been reported.
Possible risk factors for leukopenia/neutropenia include pre-existing low white blood 
cell count (WBC)/absolute neutrophil count (ANC) and history of drug-induced 
leukopenia/neutropenia. In patients with a history of a clinically significant low WBC/
ANC or drug-induced leukopenia/neutropenia, perform a complete blood count (CBC) 
frequently during the first few months of therapy. In such patients, consider 
discontinuation of antipsychotics at the first sign of a clinical 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 
antipsychotics in patients with severe neutropenia (absolute neutrophil count  
<1000/mm3) and follow their WBC until recovery.
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Seizures: As with other antipsychotic drugs, use ARISTADA INITIO cautiously 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 a population of 65 years  
or older.
Potential for Cognitive and Motor Impairment: ARISTADA INITIO, like other 
antipsychotics, has the potential to impair judgment, thinking or motor skills. Patients 
should be cautioned about operating hazardous machinery, including automobiles,  
until they are reasonably certain that therapy with ARISTADA INITIO does not affect  
them adversely.
Body Temperature Regulation: Disruption of the body’s ability to reduce core body 
temperature has been attributed to antipsychotic agents. Appropriate care is advised 
when prescribing ARISTADA INITIO for patients who will be experiencing conditions which 
may contribute to an elevation in core body temperature, (e.g., exercising strenuously, 
exposure to extreme heat, receiving concomitant medication with anticholinergic activity, 
or being subject to dehydration).
Dysphagia: Esophageal dysmotility and aspiration have been associated with 
antipsychotic drug use. ARISTADA INITIO and other antipsychotic drugs should be used 
cautiously in patients at risk for aspiration pneumonia.

ADVERSE REACTIONS
Clinical Studies 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 ARISTADA INITIO, in combination with oral aripiprazole, for the initiation of 
ARISTADA when used for the treatment of schizophrenia in adults has been established 
and is based on clinical trials of ARISTADA (aripiprazole lauroxil) including 1019 adult 
patients with schizophrenia. 
Patient Exposure: ARISTADA INITIO has been evaluated for safety in 170 adult patients in 
clinical trials in schizophrenia. 
In pharmacokinetic studies, the safety profile of ARISTADA INITIO was generally consistent 
with that observed for ARISTADA. 
ARISTADA (Aripiprazole Lauroxil) Trials in Adults with Schizophrenia  
Commonly Observed Adverse Reactions with Aripiprazole Lauroxil:  The most common 
adverse reaction (incidence ≥5% and at least twice the rate of placebo in patients treated 
with aripiprazole lauroxil) was akathisia.  
Adverse Reactions Occurring at an Incidence of 2% or More in Aripiprazole Lauroxil-
Treated Patients: Adverse reactions associated with the use of aripiprazole lauroxil 
(incidence of 2% or greater, rounded to the nearest percent and aripiprazole lauroxil 
incidence greater than placebo) that occurred were: injection site pain, increased  
weight, increased blood creatinine phosphokinase, akathisia, headache, insomnia,  
and restlessness. 
Injection Site Reactions 
ARISTADA INITIO 
In pharmacokinetic studies evaluating ARISTADA INITIO, the incidences of injection  
site reactions with ARISTADA INITIO were similar to the incidence observed with 
aripiprazole lauroxil. 
ARISTADA (Aripiprazole Lauroxil) 
Injection site reactions were reported by 4% of patients treated with 441 mg aripiprazole 
lauroxil and 5% of patients treated with 882 mg aripiprazole lauroxil compared to 2% of 
patients treated with placebo. Most of these were injection site pain (3%, 4% and 2% in 
the 441 mg aripiprazole lauroxil, 882 mg aripiprazole lauroxil and placebo groups, 
respectively). Other injection site reactions (induration, swelling and redness) occurred at 
less than 1%. 
Extrapyramidal Symptoms: In a schizophrenia efficacy study in aripiprazole lauroxil-
treated patients, the incidence of other EPS-related events, excluding akathisia and 
restlessness, was 5% and 7% for patients on 441 mg and 882 mg, respectively, versus 
4% for placebo-treated patients. 
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. While these 
symptoms can occur at low doses, they occur more frequently and with greater severity 
with high potency and at higher doses of first generation antipsychotic drugs. An elevated 
risk of acute dystonia is observed in males and younger age groups.
Other Adverse Reactions Observed in Clinical Studies with Aripiprazole Lauroxil: The 
following listing does not include reactions: 1) already listed in previous tables or 
elsewhere in 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 significant clinical implications, or  
5) which occurred at a rate equal to or less than placebo. 
Cardiac – angina pectoris, tachycardia, palpitations 
Gastrointestinal disorders – constipation, dry mouth 
General disorders – asthenia 
Musculoskeletal – muscular weakness 
Nervous system disorders – dizziness 
Psychiatric disorders – anxiety, suicide
Adverse Reactions Reported in Clinical Trials with Oral Aripiprazole: The following is 
a list of additional adverse reactions that have been reported in clinical trials with oral 
aripiprazole and not reported above for ARISTADA INITIO or aripiprazole lauroxil.  
Blood and Lymphatic System Disorders: thrombocytopenia 
Cardiac Disorders: bradycardia, atrial flutter, cardiorespiratory arrest, atrioventricular block, 
atrial fibrillation, myocardial ischemia, myocardial infarction, cardiopulmonary failure 

Eye Disorders: photophobia, diplopia 
Gastrointestinal Disorders: gastroesophageal reflux disease 
General Disorders and Administration-Site Conditions: peripheral edema, chest pain,  
face edema 
Hepatobiliary Disorders: hepatitis, jaundice 
Immune System Disorders: hypersensitivity 
Injury, Poisoning, and Procedural Complications: fall, heat stroke
Investigations: weight decreased, hepatic enzyme increased, blood glucose increased, 
blood lactate dehydrogenase increased, gamma glutamyl transferase increased, blood 
prolactin increased, blood urea increased, blood creatinine increased, blood bilirubin 
increased, electrocardiogram QT prolonged, glycosylated hemoglobin increased 
Metabolism and Nutrition Disorders: anorexia, hypokalemia, hyponatremia, hypoglycemia 
Musculoskeletal and Connective Tissue Disorders: muscle tightness, rhabdomyolysis, 
mobility decreased 
Nervous System Disorders: memory impairment, cogwheel rigidity, hypokinesia, 
bradykinesia, akinesia, myoclonus, coordination abnormal, speech disorder, 
choreoathetosis 
Psychiatric Disorders: aggression, loss of libido, delirium, libido increased, anorgasmia, 
tic, homicidal ideation, catatonia, sleep walking 
Renal and Urinary Disorders: urinary retention, nocturia 
Reproductive System and Breast Disorders: erectile dysfunction, gynaecomastia, 
menstruation irregular, amenorrhea, breast pain, priapism 
Respiratory, Thoracic, and Mediastinal Disorders: nasal congestion, dyspnea 
Skin and Subcutaneous Tissue Disorders: rash, hyperhidrosis, pruritus, photosensitivity 
reaction, alopecia, urticaria 
Vascular Disorders: hypotension, hypertension
Postmarketing Experience: The following adverse reactions have been identified during 
post-approval use of oral aripiprazole. Because these reactions are reported voluntarily 
from a population of uncertain size, it is not always possible to reliably estimate their 
frequency or to establish a causal relationship to drug exposure: occurrences of allergic 
reaction (anaphylactic reaction, angioedema, laryngospasm, pruritus/urticaria, or 
oropharyngeal spasm), pathological gambling, hiccups, blood glucose fluctuation, 
oculogyric crisis, and drug reaction with eosinophilia and systemic symptoms (DRESS).

DRUG INTERACTIONS
Table 1: Clinically Important Drug Interactions With ARISTADA INITIO 

Strong CYP3A4 Inhibitors and CYP2D6 Inhibitors 

Clinical Impact Concomitant use of oral aripiprazole with strong CYP3A4 or 
CYP2D6 inhibitors increased the exposure of aripiprazole 
compared to the use of oral aripiprazole alone

Intervention Avoid concomitant use of ARISTADA INITIO with strong CYP3A4 or 
strong CYP2D6 inhibitors because the dosage of ARISTADA INITIO 
cannot be modified

Examples itraconazole, clarithromycin, quinidine, fluoxetine, paroxetine 

Strong CYP3A4 Inducers 

Clinical Impact Concomitant use of oral aripiprazole and carbamazepine 
decreased the exposure of aripiprazole compared to the use  
of oral aripiprazole alone

Intervention Avoid concomitant use of ARISTADA INITIO with strong  
CYP3A4 inducers because the dosage of ARISTADA INITIO  
cannot be modified. 

Examples carbamazepine, rifampin 

Antihypertensive Drugs 

Clinical Impact Due to its alpha adrenergic antagonism, aripiprazole has the 
potential to enhance the effect of certain antihypertensive agents. 

Intervention Avoid concomitant use of ARISTADA INITIO with antihypertensive 
drugs because the dosage of ARISTADA INITIO cannot be modified.

Examples carvedilol, lisinopril, prazosin 

Benzodiazepines 

Clinical Impact The intensity of sedation was greater with the combination of  
oral aripiprazole and lorazepam as compared to that observed 
with aripiprazole alone. The orthostatic hypotension observed was  
greater with the combination as compared to that observed with 
lorazepam alone. 

Intervention Avoid concomitant use of ARISTADA INITIO with benzodiazepines 
because the dosage of ARISTADA INITIO cannot be modified. 

Examples lorazepam 

USE IN SPECIFIC POPULATIONS
Pregnancy
Pregnancy Exposure Registry: There is a pregnancy exposure registry that monitors 
pregnancy outcomes in women exposed to ARISTADA INITIO 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-research-
programs/pregnancyregistry/.
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Risk Summary: Neonates exposed to antipsychotic drugs during the third trimester of 
pregnancy are at risk for extrapyramidal and/or withdrawal symptoms following delivery. 
Limited published data on aripiprazole use in pregnant women are not sufficient to inform 
any drug-associated risks for birth defects or miscarriage. No teratogenicity was 
observed in animal reproductive studies with intramuscular administration of aripiprazole 
lauroxil to rats and rabbits during organogenesis at doses up to 8 and 23 times, 
respectively, the maximum recommended human dose (MRHD) of 675 mg based on body 
surface area (mg/m2). However, aripiprazole caused developmental toxicity and possible 
teratogenic effects in rats and rabbits. The background risk of major birth defects and 
miscarriage for the indicated population are 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 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 recover within hours or days 
without specific treatment; others required prolonged hospitalization.  
Data: Animal Data for ARISTADA (Aripiprazole Lauroxil): Aripiprazole lauroxil did not  
cause adverse developmental or maternal effects in rats or rabbits when administered 
intramuscularly during the period of organogenesis at doses of 18, 49, or 144 mg/animal 
in pregnant rats which are approximately 1 to 8 times the MRHD of 675 mg based on 
mg/m2, and at doses of 241, 723, and 2893 mg/animal in pregnant rabbits which are 
approximately 2 to 23 times the MRHD based on mg/m2. However, aripiprazole caused 
developmental toxicity and possible teratogenic effects in rats and rabbits [see  
Data below]. 
Animal Data for Aripiprazole: Pregnant rats were treated with oral doses of 3, 10, and  
30 mg/kg/day which are approximately 1 to 10 times the oral MRHD of 30 mg/day based 
on mg/m2 of aripiprazole during the period of organogenesis. Treatment at the highest 
dose caused a slight prolongation of gestation and delay in fetal development, as 
evidenced by decreased fetal weight, and undescended testes. Delayed skeletal 
ossification was observed at 3 and 10 times the oral MRHD based on mg/m2. 
At 3 and 10 times the oral MRHD based on mg/m2, delivered offspring had decreased 
body weights. Increased incidences of hepatodiaphragmatic nodules and diaphragmatic 
hernia were observed in offspring from the highest dose group (the other dose groups 
were not examined for these findings). A low incidence of diaphragmatic hernia was also 
seen in the fetuses exposed to the highest dose. Postnatally, delayed vaginal opening was 
seen at 3 and 10 times the oral MRHD based on mg/m2 and impaired reproductive 
performance (decreased fertility rate, corpora lutea, implants, live fetuses, and increased 
post-implantation loss, likely mediated through effects on female offspring) along with 
some maternal toxicity were seen at the highest dose; however, there was no evidence to 
suggest that these developmental effects were secondary to maternal toxicity. 
In pregnant rabbits treated with oral doses of 10, 30, and 100 mg/kg/day which are 2 to 
11 times human exposure at the oral MRHD based on AUC and 6 to 65 times the oral 
MRHD based on mg/m2 of aripiprazole during the period of organogenesis decreased 
maternal food consumption and increased abortions were seen at the highest dose as 
well as increased fetal mortality. Decreased fetal weight and increased incidence of fused 
sternebrae were observed at 3 and 11 times the oral MRHD based on AUC. 
In rats treated with oral doses of 3, 10, and 30 mg/kg/day which are 1 to 10 times the 
oral MRHD based on mg/m2 of aripiprazole perinatally and postnatally (from day 17 of 
gestation through day 21 postpartum), slight maternal toxicity and slightly prolonged 
gestation were seen at the highest dose. An increase in stillbirths and decreases in pup 
weight (persisting into adulthood) and survival were also seen at this dose. 
Lactation: Risk Summary: Aripiprazole is present in human breast milk; however, there 
are insufficient data to assess the amount in human milk, the effects on the breastfed 
infant, or the effects on milk production. The development and health benefits of 
breastfeeding should be considered along with the mother’s clinical need for ARISTADA 
INITIO and any potential adverse effects on the breastfed infant from ARISTADA INITIO or 
from the underlying maternal condition. 
Pediatric Use: Safety and effectiveness of ARISTADA INITIO in pediatric patients have not 
been established.
Geriatric Use: Safety and effectiveness of ARISTADA INITIO in patients >65 years of age 
have not been evaluated.
Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at 
an increased risk of death. ARISTADA INITIO is not approved for the treatment of patients 
with dementia-related psychosis.
CYP2D6 Poor Metabolizers: Approximately 8% of Caucasians and 3-8% of Black/African 
Americans cannot metabolize CYP2D6 substrates and are classified as poor metabolizers 
(PM). Avoid use of ARISTADA INITIO in these patients because dosage adjustments are not 
possible (it is only available in one strength in a single-dose pre-filled syringe).
Hepatic and Renal Impairment: No dosage adjustment for ARISTADA INITIO is required 
based on a patient’s hepatic function (mild to severe hepatic impairment, Child-Pugh 
score between 5 and 15), or renal function (mild to severe renal impairment, glomerular 
filtration rate between 15 and 90 mL/minute).
Other Specific Populations: No dosage adjustment for ARISTADA INITIO is required on 
the basis of a patient’s sex, race, or smoking status.

OVERDOSAGE
Human Experience: Common adverse reactions (reported in at least 5% of all overdose 
cases) reported with oral aripiprazole overdosage (alone or in combination with other 
substances) include vomiting, somnolence, and tremor. Other clinically important signs 
and symptoms observed in one or more patients with aripiprazole overdoses (alone or 
with other substances) include acidosis, aggression, aspartate aminotransferase 
increased, atrial fibrillation, bradycardia, coma, confusional state, convulsion, blood 
creatine phosphokinase increased, depressed level of consciousness, hypertension, 
hypokalemia, hypotension, lethargy, loss of consciousness, QRS complex prolonged, QT 
prolonged, pneumonia aspiration, respiratory arrest, status epilepticus, and tachycardia.
Management of Overdosage: In case of overdosage, call the Poison control center 
immediately at 1-800-222-1222. 
To report SUSPECTED ADVERSE REACTIONS, contact Alkermes, Inc. at  
1-866-274-7823 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

PATIENT COUNSELING INFORMATION
Physicians are advised to discuss the FDA-approved patient labeling (Medication Guide) 
with patients for whom they prescribe ARISTADA INITIO.

This Brief Summary is based on ARISTADA INITIO Full Prescribing Information  
Rev February 2020. 

Manufactured and marketed by Alkermes, Inc., Waltham, MA 02451-1420.

ALKERMES® is a registered trademark of Alkermes, Inc. ARISTADA® and logo, and 
ARISTADA INITIO®, are registered trademarks of Alkermes Pharma Ireland Limited, used 
by Alkermes, Inc., under license. 

©2020 Alkermes, Inc. All rights reserved. ARI-004119
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ARISTADA® (aripiprazole lauroxil) extended-release injectable suspension,  
for intramuscular use
BRIEF SUMMARY OF PRESCRIBING INFORMATION  
(For complete details, please see full Prescribing Information and Medication Guide.)

WARNING: 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
•  ARISTADA is not approved for the treatment of patients with  

dementia-related psychosis

INDICATIONS AND USAGE: ARISTADA is an atypical antipsychotic indicated for the 
treatment of schizophrenia in adults.
CONTRAINDICATIONS: ARISTADA is contraindicated in patients with a known 
hypersensitivity reaction to aripiprazole. Hypersensitivity reactions have ranged from 
pruritus/urticaria to anaphylaxis.
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 drug-treated patients of between 1.6 to 1.7 times the risk of death 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 the placebo group. 
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. Observational studies suggest that, similar to atypical antipsychotic drugs, 
treatment with conventional antipsychotic drugs may increase mortality. The extent to 
which the findings of increased mortality in observational studies may be attributed to 
the antipsychotic drug as opposed to some characteristic(s) of the patients is not clear. 
ARISTADA is not approved for the treatment of patients with dementia-related psychosis.
Cerebrovascular Adverse Reactions, Including Stroke: In placebo-controlled trials 
with risperidone, aripiprazole, and olanzapine in elderly patients with dementia, there 
was a higher incidence of cerebrovascular adverse reactions (cerebrovascular 
accidents and transient ischemic attacks) including fatalities compared to placebo-
treated patients. ARISTADA is not approved for the treatment of patients with dementia-
related psychosis.
Potential for Dosing and Medication Errors: Medication errors, including 
substitution and dispensing errors, between ARISTADA and ARISTADA INITIO® 
(aripiprazole lauroxil) could occur. ARISTADA INITIO is for single administration  
in contrast to ARISTADA which is administered monthly, every 6 weeks, or every  
8 weeks. Do not substitute ARISTADA INITIO for ARISTADA because of differing 
pharmacokinetic profiles.
Neuroleptic Malignant Syndrome: A potentially fatal symptom complex sometimes 
referred to as Neuroleptic Malignant Syndrome (NMS) may occur in association with 
antipsychotic drugs, including ARISTADA. Clinical manifestations of NMS are hyperpyrexia, 
muscle rigidity, altered mental status, and evidence of autonomic instability (irregular 
pulse or blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmia). Additional 
signs may include elevated creatine phosphokinase, myoglobinuria (rhabdomyolysis),  
and acute renal failure.
The diagnostic evaluation of patients with this syndrome is complicated. In arriving at  
a diagnosis, it is important to identify cases in which the clinical presentation includes 
both serious medical illness (e.g., pneumonia, systemic infection, etc.) and untreated  
or inadequately treated extrapyramidal signs and symptoms (EPS). Other important 
considerations in the differential diagnosis include central anticholinergic toxicity, heat 
stroke, drug fever, and primary central nervous system pathology.
The management of NMS should include (1) immediate discontinuation of antipsychotic 
drugs and other drugs not essential to concurrent therapy; (2) intensive symptomatic 
treatment and medical monitoring; and (3) treatment of any concomitant serious medical 
problems for which specific treatments are available. There is no general agreement 
about specific pharmacological treatment regimens for uncomplicated NMS.
If a patient appears to require antipsychotic drug treatment after recovery from NMS, 
reintroduction of drug therapy should be closely monitored, since recurrences of NMS 
have been reported.
Tardive Dyskinesia: A syndrome of potentially irreversible, involuntary, dyskinetic 
movements may develop in patients treated with antipsychotic drugs. Although the 
prevalence of the syndrome appears to be highest among the elderly, especially elderly 
women, it is impossible to predict which patients will develop the syndrome. Whether 
antipsychotic drug products differ in their potential to cause tardive dyskinesia is unknown.
The risk of developing tardive dyskinesia and the likelihood that it will become irreversible 
appear to increase as the duration of treatment and the total cumulative dose of 
antipsychotic drugs administered to the patient increase, but the syndrome can develop 
after relatively brief treatment periods at low doses, although this is uncommon.
Tardive dyskinesia may remit, partially or completely, if antipsychotic treatment is 
withdrawn. Antipsychotic treatment itself may suppress (or partially suppress) the 
signs and symptoms of the syndrome and may thus mask the underlying process. 
The effect of symptomatic suppression on the long-term course of the syndrome  
is unknown. 
Given these considerations, ARISTADA should be prescribed in a manner that is most 
likely to minimize the occurrence of tardive dyskinesia. Chronic antipsychotic treatment 
should generally be reserved for patients who suffer from a chronic illness that is known 
to respond to antipsychotic drugs. In patients who do require chronic treatment, the 

smallest dose and the shortest duration of treatment producing a satisfactory clinical 
response should be sought. The need for continued treatment should be reassessed 
periodically. 
If signs and symptoms of tardive dyskinesia appear in a patient treated with ARISTADA, 
drug discontinuation should be considered. However, some patients may require 
treatment with ARISTADA despite the presence of the syndrome.
Metabolic Changes: Atypical antipsychotic drugs have been associated with 
metabolic changes that include hyperglycemia/diabetes mellitus, dyslipidemia, and 
weight gain. While all drugs in the class have been shown to produce some metabolic 
changes, each drug has its own specific risk profile.
Hyperglycemia/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. There have been reports of hyperglycemia 
in patients treated with oral aripiprazole. Assessment of the relationship between atypical 
antipsychotic use and glucose abnormalities is complicated by the possibility of an 
increased background risk of diabetes mellitus in patients with schizophrenia and  
the increasing incidence of diabetes mellitus in the general population. Given these 
confounders, the relationship between atypical antipsychotic use and hyperglycemia-
related adverse events is not completely understood. However, epidemiological studies 
suggest an increased risk of hyperglycemia-related adverse reactions in patients treated 
with the atypical antipsychotics.
Patients with an established diagnosis of diabetes mellitus who are started on atypical 
antipsychotics should be monitored regularly for worsening of glucose control. Patients 
with risk factors for diabetes mellitus (e.g., obesity, family history of diabetes) who are 
starting treatment with atypical antipsychotics should undergo fasting blood glucose 
testing at the beginning of treatment and periodically during treatment. Any patient 
treated with atypical antipsychotics should be monitored for symptoms of hyperglycemia 
including polydipsia, polyuria, polyphagia, and weakness. Patients who develop 
symptoms of hyperglycemia during treatment with atypical antipsychotics should 
undergo fasting blood glucose testing. In some cases, hyperglycemia has resolved  
when the atypical antipsychotic was discontinued; however, some patients require 
continuation of anti-diabetic treatment despite discontinuation of the suspect drug.

In the long-term, open-label schizophrenia study with ARISTADA, 14% of patients 
with normal hemoglobin A1c (<5.7%) at baseline developed elevated levels (≥5.7%) 
post-baseline.

Dyslipidemia: Undesirable alterations in lipids have been observed in patients 
treated with atypical antipsychotics. 

In the long-term, open-label schizophrenia study with ARISTADA, shifts in baseline 
fasting total cholesterol from normal (<200 mg/dL) to high (≥240 mg/dL) were 
reported in 1% of patients; shifts in baseline fasting LDL cholesterol from normal 
(<100 mg/dL) to high (≥160 mg/dL) were reported in 1% of patients; and shifts in 
baseline fasting triglycerides from normal (<150 mg/dL) to high (≥200 mg/dL) 
were reported in 8% of patients. In the same study, shifts in baseline fasting total 
cholesterol from borderline (≥200 mg/dL and <240 mg/dL) to high (≥240 mg/dL) 
were reported in 15% of patients; shifts in baseline fasting LDL cholesterol from 
borderline (≥100 mg/dL and <160 mg/dL) to high (≥160 mg/dL) were reported in 
8% of patients; and shifts in baseline fasting triglycerides from borderline  
(≥150 mg/dL and <200 mg/dL) to high (≥200 mg/dL) were reported in 35% of 
patients. In addition, the proportion of patients with shifts in fasting HDL cholesterol 
from normal (≥40 mg/dL) to low (<40 mg/dL) was reported in 15% of patients.

Weight Gain: Weight gain has been observed with atypical antipsychotic use. Clinical 
monitoring of weight is recommended.
The proportion of adult patients with weight gain ≥7% of body weight is presented 
in Table 1.

Table 1:  Proportion of Adult Patients With Shifts in Weight in the 12-Week, 
Placebo-Controlled, Fixed-Dose Schizophrenia Trial

Placebo 
N = 207 

(%)

ARISTADA

441 mg 
N = 207 

(%)

882 mg 
N = 208 

(%)

Weight gain

≥7% increase from baseline 6 10 9

Pathological Gambling and Other Compulsive Behaviors: Post-marketing case 
reports suggest that patients can experience intense urges, particularly for gambling, 
and the inability to control these urges while taking aripiprazole. Other compulsive 
urges, reported less frequently include: sexual urges, shopping, eating or binge 
eating, and other impulsive or compulsive behaviors. Because patients may not 
recognize these behaviors as abnormal, it is important for prescribers to ask patients 
or their caregivers specifically about the development of new or intense gambling 
urges, compulsive sexual urges, compulsive shopping, binge or compulsive eating, or 
other urges while being treated with aripiprazole. It should be noted that impulse-
control symptoms can be associated with the underlying disorder. In some cases, 
although not all, urges were reported to have stopped when the dose was reduced or 
the medication was discontinued. Compulsive behaviors may result in harm for the 
patient and others if not recognized. Consider dose reduction or stopping the 
medication if a patient develops such urges.

Orthostatic Hypotension: Aripiprazole may cause orthostatic hypotension, perhaps  
due to its a1-adrenergic receptor antagonism. Associated adverse reactions related  
to orthostatic hypotension can include dizziness, lightheadedness, and tachycardia. 
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Generally, these risks are greatest at the beginning of treatment and during dose 
escalation. Patients at increased risk of these adverse reactions or at increased risk of 
developing complications from hypotension include those with dehydration, hypovolemia, 
treatment with antihypertensive medication, history of cardiovascular disease (e.g.,  
heart failure, myocardial infarction, ischemia, or conduction abnormalities), history of 
cerebrovascular disease, as well as patients who are antipsychotic-naïve. In such 
patients, consider using a lower starting dose, and monitor orthostatic vital signs. 
Orthostatic hypotension was reported for 1 patient in the ARISTADA 882 mg group (0.5%) 
and no patients in the ARISTADA 441 mg and placebo groups in the 12-week schizophrenia 
efficacy study. In the long-term open-label schizophrenia study, orthostatic hypotension was 
reported for 1 (0.2%) patient treated with ARISTADA. Orthostatic hypotension was defined 
as a decrease in systolic blood pressure ≥20 mmHg accompanied by an increase in heart 
rate ≥25 bpm when comparing standing to supine values.
Falls: Antipsychotics including ARISTADA may cause somnolence, postural hypotension, or 
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 those patients on long-term antipsychotic therapy.
Leukopenia, Neutropenia, and Agranulocytosis: In clinical trials and/or postmarketing 
experience, events of leukopenia and neutropenia have been reported temporally related 
to antipsychotic agents. Agranulocytosis has also been reported.
Possible risk factors for leukopenia/neutropenia include pre-existing low white blood cell 
count (WBC)/absolute neutrophil count (ANC) and history of drug-induced leukopenia/
neutropenia. In patients with a history of a clinically significant low WBC/ANC or drug-induced 
leukopenia/neutropenia, perform a complete blood count (CBC) frequently during the first 
few months of therapy. In such patients, consider discontinuation of ARISTADA at the first 
sign of a clinical 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 
ARISTADA in patients with severe neutropenia (absolute neutrophil count <1000/mm3) 
and follow their WBC until recovery.
Seizures: As with other antipsychotic drugs, use ARISTADA cautiously 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 a population of 65 years or older.
Potential for Cognitive and Motor Impairment: ARISTADA, like other antipsychotics, has 
the potential to impair judgment, thinking, or motor skills. Patients should be cautioned 
about operating hazardous machinery, including automobiles, until they are reasonably 
certain that therapy with ARISTADA does not affect them adversely.
Body Temperature Regulation: Disruption of the body’s ability to reduce core body 
temperature has been attributed to antipsychotic agents. Appropriate care is advised when 
prescribing ARISTADA for patients who will be experiencing conditions which may 
contribute to an elevation in core body temperature (e.g., exercising strenuously, exposure 
to extreme heat, receiving concomitant medication with anticholinergic activity, or being 
subject to dehydration).
Dysphagia: Esophageal dysmotility and aspiration have been associated with antipsychotic 
drug use. ARISTADA and other antipsychotic drugs should be used cautiously in patients at 
risk for aspiration pneumonia.
ADVERSE REACTIONS
Clinical Studies 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.
Patient Exposure: ARISTADA has been evaluated for safety in 1180 adult patients in clinical 
trials in schizophrenia.
Commonly Observed Adverse Reactions: The most common adverse reaction (incidence 
≥5% and at least twice the rate of placebo in patients treated with ARISTADA) was akathisia. 
Adverse Reactions Occurring at an Incidence of 2% or More in ARISTADA-Treated Patients. 
Adverse reactions associated with the use of ARISTADA (incidence of 2% or greater, 
rounded to the nearest percent and ARISTADA incidence greater than placebo) that 
occurred are shown in Table 2.

Table 2:  Adverse Reaction in 2% or More of ARISTADA-Treated Patients and That  
Occurred at Greater Incidence Than in the Placebo-Treated Patients in 
the 12-Week, Placebo-Controlled, Fixed-Dose Schizophrenia Trial

Adverse Reaction System Organ Class
     Preferred Term

Placebo 
N = 207 

(%)

Aripiprazole Lauroxil

441 mg 
N = 207 

(%)

882 mg 
N = 208 

(%)

General disorders and administration site conditions

     Injection site pain 2 3 4

Investigations

     Increased weight 1 2 2

      Increased blood creatine 
phosphokinase 0 2 1

Nervous system disorders

     Akathisia 4 11 11

     Headache 3 3 5

Adverse Reaction System Organ Class
     Preferred Term

Placebo 
N = 207 

(%)

Aripiprazole Lauroxil

441 mg 
N = 207 

(%)

882 mg 
N = 208 

(%)

Psychiatric disorders

     Insomnia 2 3 4

     Restlessness 1 3 1

In an open-label pharmacokinetic study, the adverse reactions associated with 
the use of 441 mg monthly, 882 mg every 6 weeks, and 1064 mg every 2 months 
were similar across the dose groups.
Injection-Site Reactions: Injection-site reactions were reported by 4% of patients 
treated with 441 mg ARISTADA and 5% of patients treated with 882 mg ARISTADA 
compared to 2% of patients treated with placebo. Most of these were injection-site 
pain (3%, 4%, and 2% in the 441 mg ARISTADA, 882 mg ARISTADA, and placebo groups, 
respectively), and most were associated with the first injection and decreased with each 
subsequent injection to less than or equal to 1% for both doses of ARISTADA and 
placebo. Other injection-site reactions (induration, swelling, and redness) occurred  
at less than 1%. In an open-label pharmacokinetic study evaluating 441 mg monthly,  
882 mg every 6 weeks, and 1064 mg every 2 months, injection-site reactions were 
similar across the dose groups. 
Extrapyramidal Symptoms: In the 12-week schizophrenia efficacy study, for 
ARISTADA-treated patients, the incidence of other EPS-related events, excluding 
akathisia and restlessness, was 5% and 7% for patients on 441 mg and 882 mg, 
respectively, versus 4% for placebo-treated patients (Table 3).

Table 3: Incidence of EPS Compared to Placebo 

Adverse Reaction Term

Placebo 
N = 207 

(%)

ARISTADA
441 mg 
N = 207 

(%)

882 mg 
N = 208 

(%)

Akathisia 4 11 11

Restlessness 1 3 1

Other EPS 4 5 7

     Dystonia 1 2 2

     Parkinsonism 3 3 4

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. 
While these symptoms can occur at low doses, they occur more frequently and with 
greater severity with high potency and at higher doses of first-generation antipsychotic 
drugs. An elevated risk of acute dystonia is observed in males and younger age groups.
Other Adverse Reactions Observed in Clinical Studies: The following listing does  
not include reactions: 1) already listed in previous tables or elsewhere in 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 significant clinical implications, 
or 5) which occurred at a rate equal to or less than placebo.
Cardiac – angina pectoris, tachycardia, palpitations 
Gastrointestinal disorders – constipation, dry mouth 
General disorders – asthenia 
Musculoskeletal – muscular weakness 
Nervous system disorders – dizziness 
Psychiatric disorders – anxiety, suicide
Adverse Reactions Reported in Clinical Trials with Oral Aripiprazole: The 
following is a list of additional adverse reactions that have been reported in clinical 
trials with oral aripiprazole and not reported above for ARISTADA. 
Blood and Lymphatic System Disorders: thrombocytopenia 
Cardiac Disorders: bradycardia, atrial flutter, cardiorespiratory arrest, atrioventricular block, 
atrial fibrillation, myocardial ischemia, myocardial infarction, cardiopulmonary failure 
Eye Disorders: photophobia, diplopia 
Gastrointestinal Disorders: gastroesophageal reflux disease 
General Disorders and Administration-Site Conditions: peripheral edema, chest pain, 
face edema 
Hepatobiliary Disorders: hepatitis, jaundice 
Immune System Disorders: hypersensitivity 
Injury, Poisoning, and Procedural Complications: fall, heat stroke
Investigations: weight decreased, hepatic enzyme increased, blood glucose increased, 
blood lactate dehydrogenase increased, gamma glutamyl transferase increased, blood 
prolactin increased, blood urea increased, blood creatinine increased, blood bilirubin 
increased, electrocardiogram QT prolonged, glycosylated hemoglobin increased 
Metabolism and Nutrition Disorders: anorexia, hypokalemia, hyponatremia, hypoglycemia 
Musculoskeletal and Connective Tissue Disorders: muscle tightness, rhabdomyolysis, 
mobility decreased 
Nervous System Disorders: memory impairment, cogwheel rigidity, hypokinesia, 
myoclonus, bradykinesia, akinesia, coordination abnormal, speech disorder, 
choreoathetosis 
Psychiatric Disorders: aggression, loss of libido, delirium, libido increased, anorgasmia, 
tic, homicidal ideation, catatonia, sleep walking 

Table 2:  Continued
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Renal and Urinary Disorders: urinary retention, nocturia 
Reproductive System and Breast Disorders: erectile dysfunction, gynaecomastia, 
menstruation irregular, amenorrhea, breast pain, priapism 
Respiratory, Thoracic, and Mediastinal Disorders: nasal congestion, dyspnea 
Skin and Subcutaneous Tissue Disorders: rash, hyperhidrosis, pruritus, photosensitivity 
reaction, alopecia, urticaria 
Vascular Disorders: hypotension, hypertension
Postmarketing Experience: The following adverse reactions have been identified 
during post-approval use of oral aripiprazole. Because these reactions are reported 
voluntarily from a population of uncertain size, it is not always possible to reliably 
estimate their frequency or to establish a causal relationship to drug exposure: 
occurrences of allergic reaction (anaphylactic reaction, angioedema, laryngospasm, 
pruritus/urticaria, or oropharyngeal spasm), pathological gambling, hiccups, blood 
glucose fluctuation, oculogyric crisis, and drug reaction with eosinophilia and 
systemic symptoms (DRESS).

DRUG INTERACTIONS
Drugs Having Clinically Important Interactions With ARISTADA
Table 4: Clinically Important Drug Interactions With ARISTADA

Strong CYP3A4 Inhibitors and CYP2D6 Inhibitors 

Clinical Impact: 
The concomitant use of oral aripiprazole with strong CYP3A4  
or CYP2D6 inhibitors increased the exposure of aripiprazole 
compared to the use of oral aripiprazole alone.

Intervention:
With concomitant use of ARISTADA with a strong CYP3A4 
inhibitor or CYP2D6 inhibitor for more than 2 weeks, reduce  
the ARISTADA dose.

Examples: itraconazole, clarithromycin, quinidine, fluoxetine, paroxetine 

Strong CYP3A4 Inducers 

Clinical Impact: 
The concomitant use of oral aripiprazole and carbamazepine 
decreased the exposure of aripiprazole compared to the use of  
oral aripiprazole alone.

Intervention: With concomitant use of ARISTADA with a strong CYP3A4 inducer 
for more than 2 weeks consider increasing the ARISTADA dose.

Examples: carbamazepine, rifampin 

Antihypertensive Drugs 

Clinical Impact: Due to its alpha adrenergic antagonism, aripiprazole has the 
potential to enhance the effect of certain antihypertensive agents.

Intervention: Monitor blood pressure and adjust dose accordingly.

Examples: carvedilol, lisinopril, prazosin 

Benzodiazepines

Clinical Impact: 

The intensity of sedation was greater with the combination of oral 
aripiprazole and lorazepam as compared to that observed with 
aripiprazole alone. The orthostatic hypotension observed was 
greater with the combination as compared to that observed with 
lorazepam alone.

Intervention: Monitor sedation and blood pressure. Adjust dose accordingly.

Example: lorazepam

USE IN SPECIFIC POPULATIONS
Pregnancy
Pregnancy Exposure Registry: There is a pregnancy exposure registry that monitors 
pregnancy outcomes in women exposed to ARISTADA 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-research-
programs/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. Limited published data on aripiprazole use in pregnant women are not 
sufficient to inform any drug-associated risks for birth defects or miscarriage.  
No teratogenicity was observed in animal reproductive studies with intramuscular 
administration of aripiprazole lauroxil to rats and rabbits during organogenesis at 
doses up to 5 and 15 times, respectively, the maximum recommended human dose 
(MRHD) of 1064 mg based on body surface area (mg/m2). However, aripiprazole 
caused developmental toxicity and possible teratogenic effects in rats and rabbits 
[see Data]. The background risk of major birth defects and miscarriage for the 
indicated population are 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 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 recover within  
hours or days without specific treatment; others required prolonged hospitalization. 
Data: Animal Data for Aripiprazole Lauroxil: Aripiprazole lauroxil did not cause adverse 
developmental or maternal effects in rats or rabbits when administered intramuscularly 
during the period of organogenesis at doses of 18, 49, or 144 mg/animal in pregnant 

rats which are approximately 0.6 to 5 times the maximum recommended human  
dose (MRHD) of 1064 mg ARISTADA on mg/m2 basis and at doses of 241, 723, and 
2893 mg/animal in pregnant rabbits which are approximately 1 to 15 times the MRHD 
on mg/m2 basis. However, aripiprazole caused developmental toxicity and possible 
teratogenic effects in rats and rabbits.
Animal Data for Aripiprazole: Pregnant rats were treated with oral doses of 3, 10, and  
30 mg/kg/day, which are approximately 1 to 10 times the oral maximum recommended 
human dose (MRHD) of 30 mg/day on mg/m2 basis of aripiprazole during the period  
of organogenesis. Treatment at the highest dose caused a slight prolongation of 
gestation and delay in fetal development, as evidenced by decreased fetal weight, 
and undescended testes. Delayed skeletal ossification was observed at 3 and  
10 times the oral MRHD on mg/m2 basis. 
At 3 and 10 times the oral MRHD on mg/m2 basis, delivered offspring had decreased 
body weights. Increased incidences of hepatodiaphragmatic nodules and diaphragmatic 
hernia were observed in offspring from the highest dose group (the other dose groups 
were not examined for these findings). A low incidence of diaphragmatic hernia was also 
seen in the fetuses exposed to the highest dose. Postnatally, delayed vaginal opening 
was seen at 3 and 10 times the oral MRHD on mg/m2 basis and impaired reproductive 
performance (decreased fertility rate, corpora lutea, implants, live fetuses, and increased 
post-implantation loss, likely mediated through effects on female offspring) along with 
some maternal toxicity were seen at the highest dose; however, there was no evidence 
to suggest that these developmental effects were secondary to maternal toxicity. 
In pregnant rabbits treated with oral doses of 10, 30, and 100 mg/kg/day, which are 2  
to 11 times human exposure at the oral MRHD based on AUC and 6 to 65 times the oral 
MRHD on mg/m2 basis of aripiprazole during the period of organogenesis, decreased 
maternal food consumption and increased abortions were seen at the highest dose as 
well as increased fetal mortality. Decreased fetal weight and increased incidence of 
fused sternebrae were observed at 3 and 11 times the oral MRHD based on AUC.
In rats treated with oral doses of 3, 10, and 30 mg/kg/day which are 1 to 10 times the 
oral MRHD on mg/m2 basis of aripiprazole perinatally and postnatally (from day 17 of 
gestation through day 21 postpartum), slight maternal toxicity and slightly prolonged 
gestation were seen at the highest dose. An increase in stillbirths and decreases in 
pup weight (persisting into adulthood) and survival were also seen at this dose. 
Lactation: Risk Summary: Aripiprazole is present in human breast milk; however, 
there are insufficient data to assess the amount in human milk, the effects on the 
breastfed infant, or the effects on milk production. The development and health 
benefits of breastfeeding should be considered along with the mother’s clinical need  
for ARISTADA and any potential adverse effects on the breastfed infant from ARISTADA  
or from the underlying maternal condition. 
Pediatric Use: Safety and effectiveness of ARISTADA in patients <18 years of age have 
not been evaluated.
Geriatric Use: Safety and effectiveness of ARISTADA in patients >65 years of age have 
not been evaluated. Elderly patients with dementia-related psychosis treated with 
antipsychotic drugs are at an increased risk of death. ARISTADA is not approved for 
treatment of patients with dementia-related psychosis.
Hepatic and Renal Impairment: No dosage adjustment for ARISTADA is required based 
on a patient’s hepatic function (mild to severe hepatic impairment, Child-Pugh score 
between 5 and 15), or renal function (mild to severe renal impairment, glomerular 
filtration rate between 15 and 90 mL/minute). 
Other Specific Populations: No dosage adjustment for ARISTADA is required on the 
basis of a patient’s sex, race, or smoking status.
OVERDOSAGE
Human Experience: Common adverse reactions (reported in at least 5% of all 
overdose cases) reported with oral aripiprazole overdosage (alone or in 
combination with other substances) include vomiting, somnolence, and tremor. 
Other clinically important signs and symptoms observed in one or more patients 
with aripiprazole overdoses (alone or with other substances) include acidosis, 
aggression, aspartate aminotransferase increased, atrial fibrillation, bradycardia, 
coma, confusional state, convulsion, blood creatine phosphokinase increased, 
depressed level of consciousness, hypertension, hypokalemia, hypotension, 
lethargy, loss of consciousness, QRS complex prolonged, QT prolonged, pneumonia 
aspiration, respiratory arrest, status epilepticus, and tachycardia.
Management of Overdosage: In case of overdosage, call the Poison control center 
immediately at 1-800-222-1222. 
To report SUSPECTED ADVERSE REACTIONS, contact Alkermes, Inc. at  
1-866-274-7823 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.
PATIENT COUNSELING INFORMATION
Physicians are advised to discuss the FDA-approved patient labeling (Medication Guide) 
with patients for whom they prescribe ARISTADA.

This Brief Summary is based on ARISTADA Full Prescribing Information  
Rev February 2020 
Manufactured and marketed by Alkermes, Inc., Waltham, MA 02451-1420

ALKERMES® is a registered trademark of Alkermes, Inc. ARISTADA® and logo, and 
ARISTADA INITIO®, are registered trademarks of Alkermes Pharma Ireland Limited, 
used by Alkermes, Inc., under license. 
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Anxiety & Stress Disorders

The Most Prevalent Psychiatric 
Disorder in Older Adults
» Rajesh R Tampi, MD, MS, and 
Deena J. Tampi, MSN, MBA-HCA, RN

A vailable data indicate that anxi-
ety disorders are the most prev-
alent of psychiatric disorders 

among older adults.1 The National 
Comorbidity Survey Replication 
(NCS-R) found that among individu-
als aged 60 years or older, the preva-
lence of any anxiety disorder was 
15.3% with specific phobia being the 
most prevalent: 7.5%; followed by 
social phobia: 6.6%; generalized 
anxiety disorder (GAD): 3.6%; 
PTSD: 2.5%; panic disorder: 2%; 
agoraphobia without panic: 1%; and 
OCD: 0.7% (Figure).2

The risk factors for anxiety among 
older adults can be divided into exter-
nal and internal factors. The external 
factors (ie, stress factors) include 
chronic medical illnesses, disability, 
and major illness in a spouse; internal 
factors (ie, vulnerability factors) in-
clude personality traits of neuroti-
cism and low self-efficacy.

Among older adults, anxiety disor-
ders are associated with reduced 
physical activity and functional sta-
tus, poorer self-perceptions of health, 
decreased life satisfaction, increased 
loneliness, decreased quality of life, 
increased service use, and the overall 
greater cost of care. Anxiety disorders 
are also a risk factor for Alzheimer 
disease and vascular dementia.3

Assessment
Despite their prevalence, anxiety dis-
orders among older adults are under-
recognized and poorly treated. 
Among older adults, primary care 
physicians correctly made the diag-
nosis of any anxiety disorder in ap-
proximately 9% of the older adults.4 
The most common reason for poor 
recognition the physical symptoms 
associated with anxiety disorders 
(eg, sleep disturbances, fatigue, rest-
lessness, difficulty concentrating) 
tend to overlap with medical disor-
ders commonly seen among older 

adults. Current diagnostic criteria for 
anxiety disorders were developed for 
use in younger individuals and are 
not sensitive to detecting these disor-
ders in older adults, which further 
complicates recognition. And, these 
disorders often co-occur with depres-
sion, substance use disorders, and 
cognitive disorders among older 
adults, which makes the correct diag-
nosis more complex.

The initial step in evaluating older 
adults who present with symptoms of 
an anxiety disorder is to get a thor-
ough history. Because anxiety disor-
ders in older adults are highly comor-
bid with cognitive disorders, 
information from a collateral source is 
essential to clarify the history of 
symptoms. Eliciting history is often 
followed by a mental status examina-
tion and formal cognitive testing.

The next step is to assess for co-

morbid disorders (eg, depression, 
psychosis, cognitive dysfunction) 
and treat them. A focused physical 
examination and laboratory testing 
should also be completed to rule out 
co-occurring medical illness and ad-
verse effects of prescribed drugs or 
drugs of abuse.

Although not specifically devel-
oped for use among older adults, stan-
dardized rating scales help with qual-

ifying and quantifying the symptoms 
of anxiety. These rating scales can be 
divided into self-report scales and 
clinician-rated scales. The commonly 
available self-reported scales include 
the Worry Scale (WS), the State-Trait 
Anxiety Inventory (STAI), the Penn 
State Worry Questionnaire (PSWQ), 
Padua Inventory (PI), and the Beck 
Anxiety Inventory (BAI).5 Clinician-
rated scales include the Structured 
Clinical Interview for DSM (SCID), 

the Diagnostic Interview Schedule 
(DIS), the Anxiety Disorders Inter-
view Schedule (ADIS-R), and the 
Hamilton Anxiety Rating Scale 
(HARS). In cases in which anxiety 
disorders are comorbid with other 
psychiatric disorders including mood 
disorders, psychotic disorders, per-
sonality disorders, and/or cognitive 
disorders, neuropsychological testing 
may be very useful in making the ap-
propriate diagnoses and developing 
subsequent treatment plans.

Prevention and treatment
Findings indicate that a stepped-care 
program reduces the 12-month and 
24-month incidence of depressive 
and anxiety disorders by one-half of 
the usual care, and it is cost-effec-
tive.11-13 With this care model, older 
individuals sequentially receive a 
watchful waiting approach, cognitive 
behavioral therapy (CBT)-based bib-
liotherapy, cognitive behavioral ther-
apy-based problem-solving treat-
ment, and a referral to a primary care 
clinician for medication management 
as needed.

A meta-analysis of non-pharma-
cological interventions for late-life 
anxiety in 495 patients found that 
psychological interventions were 
more effective than no treatment on 
both self-rated and clinician-rated 
measures of anxiety with an effect 
size of 0.55.6 A meta-analysis that 

Figure. Prevalence of anxiety in individuals aged 60 years or older 
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“Among older adults, primary care physicians 
correctly made the diagnosis of any anxiety 

disorder in approximately 9% of the older adults.”
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evaluated the efficacy of CBT alone, CBT with re-
laxation training, and relaxation training alone for 
late-life anxiety found that treatments were more 
effective than active control conditions.7 The re-
searchers also found that CBT (alone or augmented 
with relaxation training) did not seem to add any-
thing beyond relaxation training alone.

Data from 10 randomized controlled trials 
(RCTs) of antidepressants for late-life anxiety 
demonstrated that antidepressant use was associ-
ated with a significant reduction in anxiety symp-
toms at the end of the study period, but the trials 
predominantly included patients with generalized 
anxiety disorder (GAD) and there were limited 
data regarding the long-term use of antidepressants 
for anxiety.8

In a soon to be published systematic review, 
Gupta and colleagues9 identified 5 RCTs that used 
benzodiazepines for treatment of anxiety disorders 
among older adults. They found that benzodiaze-
pine use was associated with decreased anxiety at 
the end of each study period. Tolerability data 
showed mild adverse effects from the use of ben-
zodiazepines. The main short comings of the study 
were limited data on the long-term use of benzodi-
azepines for anxiety and that the majority of the 
trials evaluated the use of benzodiazepines for 
GAD. Benzodiazepines should be used cautiously 
among older adults given their significant adverse 
effect profile including dependence, cognitive dif-
ficulties, and falls.10

In their RCT, Wetherell and colleagues11 se-
quenced treatment with pharmacotherapy and 
CBT for patients with GAD who were aged 60 or 
older. These individuals initially received 12 weeks 
of open-label escitalopram treatment. The re-

searchers found that patients who received escita-
lopram augmented with CBT had improved re-
sponse rates on the Penn State Worry Questionnaire 
compared with patients who received escitalopram 
alone. They also found that both escitalopram and 
CBT prevented relapse compared with placebo.

Conclusions
Anxiety disorders are not uncommon among older 
adults, but they are often underdiagnosed or misdi-
agnosed. And, they are associated with significant 
comorbidity and mortality among older patients. 
The development of specific diagnostic criteria 
that are applicable to older adults can aid in the ac-
curate diagnosis of these disorders in late life. Psy-
chotherapy that includes relaxation training and 
pharmacotherapy have been found efficacious for 
anxiety disorders among older adults.

Dr Tampi is Chairman, Department of Psychiatry & 
Behavioral Sciences, Cleveland Clinic Akron 
General, Akron, OH; Chief, Section for Geriatric 
Psychiatry, Cleveland Clinic, Cleveland, OH; and 
Professor of Medicine, Cleveland Clinic Lerner 
College of Medicine, Case Western Reserve 
University, Cleveland, OH. Ms Tampi is Executive 
Vice President, Diamond Healthcare, Richmond, VA. 
The authors report no conflicts of interest concern-
ing the subject matter of this article.
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Anxiety disorders are associated 
with significant comorbidity and 

mortality among older patients.
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Richard M. Berlin, MD

In the sixties, progress looked like men 

on the moon and cars with seatbelts, 

GE’s slogan proclaiming, “Progress 

is our most important product!”

Flash forward sixty years and medical

progress is clear: precision scans,

robotic surgery, our clinical work 

still documented by progress notes. 

But shift the accent from first syllable 

to second, and tumors progress

to kill their hosts, the way EHRs 

have progressed, their key-clatter 

drowning out each patient’s voice,

our work never finished, charts clicked 

past midnight until every billable 

data crumb is scraped off the table

for payment, LED screens as cool

as silver coins, a million doctors on fire,

three million scorched nurses beside them,

burned out as the flames progress. 
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S ubstance use comorbidity in 
schizophrenia has been de-
scribed as “the rule rather than 

the exception.”1 The large Epidemio-
logical Catchment Area study esti-
mated that 47% of patients with 
schizophrenia also had a lifetime co-
morbid diagnosis of a substance use 
disorder.2 Substance use comorbidity 
is also often deleterious to the course 
of schizophrenia, including potential 
contributions to medication non-ad-
herence and illness relapse.1 Canna-
bis (marijuana) is one of the most 
commonly used substances by pa-
tients with schizophrenia. 

There is recent, renewed interest in 
the endocannabinoid system, which 
represents a novel potential treatment 
target in schizophrenia.3 Modulation 
of this system by the main psychoac-
tive component in marijuana, ∆9-
tetrahydro-cannabinol (THC), can 
induce acute psychosis and cognitive 
impairment. However, the non-psy-
chotropic plant-derived agent canna-
bidiol (CBD) may decrease psychotic 
symptoms and improve cognitive 
function in schizophrenia.4-6

Presently, CBD oil is sold at nu-
merous shops throughout the US, with 
purported benefits that include allevi-
ation of symptoms such as depression, 
anxiety, insomnia, and pain. However, 
the purity and safety of CBD is not 
regulated by the US Food and Drug 
Administration. CBD may be “con-
taminated” with some amount of THC 
and/or other unknown ingredients. In 
the past decade, there have been a 
number of systematic reviews regard-
ing associations between cannabis use 
and psychosis. Therefore, a review of 
systematic evidence for associations 
between cannabis use, risk of psycho-
sis, and the clinical course of schizo-
phrenia is of particular relevance to 
the practicing clinician.

Adverse effects of cannabis 
on psychosis and cognition 
There is evidence from a quantitative 

Novel Insights on 
Cannabis and Psychosis

review of 15 studies in healthy par-
ticipants that a single administration 
of THC (intravenous, oral, or nasal) 
versus placebo induced positive, neg-
ative, and other psychopathology 
with large effect sizes (ESs).7 Fur-
thermore, evidence from 69 studies, 
comprising 2152 adolescents and 
young adults who used cannabis and 
6575 controls with minimal cannabis 
exposure, showed that frequent or 
heavy use was associated with sig-
nificantly reduced cognitive func-
tioning with a small-to-medium ES = 
-0.25, although these effects were 
diminished with abstinence for more 
than 72 hours.8

Cannabis use and risk of 
psychosis
Moore and colleagues9 performed a 
systematic review of 35 studies of can-
nabis use and risk of psychotic mental 
health outcomes. They found that indi-
viduals who had used cannabis had a 
significant, 1.4-fold increased risk of 
any psychotic outcomes, independent 
of potential confounding and transient 
intoxication effects. Findings also pro-
vided evidence for a dose-response ef-
fect, with even greater, 2.1-fold risk in 
individuals who used cannabis most 
frequently.

More recently, Marconi and col-
leagues10 performed a meta-analysis 
of 10 studies, including 66,810 indi-
viduals, that investigated the associa-
tion between the degree of cannabis 
consumption and risk of psychosis. In 
all individual studies, higher levels of 
cannabis use were associated with in-
creased risk of psychosis. They also 
found evidence for a dose-response 
relationship, with a 2-fold increase in 
risk for the average cannabis user, and 
a 4-fold increase in risk for the heavi-
est users, compared with non-users. 
Although these findings do not de-
finitively establish a causal associa-
tion between marijuana use and psy-
chotic disorders, it nevertheless 
remains a replicated risk factor for 
psychosis with a clear dose-depen-
dent relationship.

Cannabis use in patients 
with psychotic disorders
Koskinen and colleagues11 performed 
a quantitative review of the rates of 
cannabis use disorders (CUDs) in 
clinical samples of patients with 
schizophrenia. They identified 35 
studies for inclusion in the meta-
analysis. The median current rate of 
CUD was 16.0% (Interquartile Range 
[IQR] 8.6-28.6%), and the median 
lifetime rate of CUD was 27.1% 
(IQR=12.2-38.5). The rate of current/
lifetime CUDs was markedly higher 
in first-episode (28.6%/44.4%) ver-
su s  ch ron i c  s ch i zoph ren i a 
(22.0%/12.2%), as well as in younger 
patient samples and samples with a 
high proportion of males. They con-

cluded that approximately 1 in 4 pa-
tients with schizophrenia has a diag-
nosis of a comorbid CUD.

Hunt and colleagues12 more re-
cently performed a systematic review 
of the prevalence of comorbid sub-
stance use in patients with schizo-
phrenia spectrum disorders. They 
identified 69 studies, and the pooled 
estimate for current or lifetime CUD 
was 26.2%. Consistent with the re-
view by Koskinen and colleagues,11

the prevalence was significantly 
higher in individuals with first-epi-
sode psychosis (35.6%) versus 
chronic schizophrenia (20.8%), but 
did not differ by study setting or pa-
tient clinical status.

The substantial prevalence of can-
nabis use also appears to extend to 
the psychosis prodrome. There is 
evidence from 30 studies, including 
4205 individuals at ultra high risk 

significant, 1.4-fold increased risk of 
any psychotic outcomes, independent 
of potential confounding and transient 
intoxication effects. Findings also pro-
vided evidence for a dose-response ef-
fect, with even greater, 2.1-fold risk in 
individuals who used cannabis most 

More recently, Marconi and col-
 performed a meta-analysis 

of 10 studies, including 66,810 indi-
viduals, that investigated the associa-
tion between the degree of cannabis 
consumption and risk of psychosis. In 
all individual studies, higher levels of 
cannabis use were associated with in-
creased risk of psychosis. They also 
found evidence for a dose-response 
relationship, with a 2-fold increase in 
risk for the average cannabis user, and 
a 4-fold increase in risk for the heavi-
est users, compared with non-users. 
Although these findings do not de-
finitively establish a causal associa-

The large Epidemiological 
Catchment Area study 

estimated that 

47% of patients 
with schizophrenia also 
had a lifetime comorbid 
diagnosis of a substance 

use disorder.
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(UHR) for psychosis, that there are-
high rates of current (26.7%) and 
lifetime (52.8%) cannabis use, and 
CUDs (12.8%).13 Compared with 
non-users, UHR cannabis users also 
had higher rates of suspiciousness 
and unusual thought content. 

Furthermore, research suggests 
that people with substance-induced 
psychoses will later transition to a 
diagnosis of schizophrenia. Murrie 
and colleagues14 synthesized the re-
sults of longitudinal observations 
studies of transition from substance-
induced psychosis to schizophrenia. 
Six studies with estimates of transi-
tion to schizophrenia among 3040 
people with cannabis-induced psy-
chosis were included. The risk of 
transition to schizophrenia in these 
individuals was 34% (95% CI 25-
46%), which was the highest risk 
among all substances. They conclud-
ed that substance-induced psychoses 
are common reasons for seeking 
care, and these serious conditions are 
associated with substantial risk of 
transition to schizophrenia. Treat-
ment of cannabis-induced psychoses 
should be considered in the same 
framework as that for other brief psy-
chotic disorders (ie, engagement, as-
sessment, and care); this also may 
help decrease rates of transition to 
schizophrenia.

Impact of cannabis on psy-
chotic disorders
Large and colleagues15 conducted a 
systematic review of the association 
between cannabis use and the age of 
onset of psychosis. They included 41 
samples, finding that the age of onset 
of psychosis for those who used can-
nabis was 2.7 years younger than for 
non-users, corresponding to a small-
to-medium effect size of 0.41. These 
findings are broadly consistent with a 
potential causal role for cannabis in 
the development of psychosis in 
some patients.

Bogaty and colleagues16 per-
formed a meta-analysis of 14 studies 
of neurocognition in lifetime canna-
bis users and never-users in young 
patients with psychotic disorders 
(aged 15 to 45 years). They found 

that lifetime cannabis users per-
formed significantly worse than nev-
er-users on several cognitive do-
mains, including premorbid and 
current IQ, verbal learning and 
working memory, and motor inhibi-
tion. Effect sizes were small to me-
dium for most domains (0.17-0.40), 
except for verbal working memory, 
which showed a large effect size 
(0.76). Interestingly, patients who 
use cannabis performed better on 
tests of conceptual set-shifting. In-
creasing age exacerbated the be-
tween-group differences.

Schoeler and colleagues17 con-
ducted a systematic review and meta-
analysis of the effect of continued 
versus discontinued cannabis use af-
ter the onset of psychosis. They iden-
tified 24 studies, including 16,565 
patients with preexisting psychosis 
and at least a 6 month duration of 
follow-up. They found that continued 
cannabis use was associated with a 
significant: increase in risk of relapse 
of psychosis compared with non-us-
ers (ES=0.36) and discontinued users 
(ES=0.28); longer hospital admis-
sions than non-users (ES=0.36); and 
more severe positive, but not nega-
tive, symptoms. Krause and col-
leagues18 performed a meta-analysis 
of the efficacy, acceptability, and tol-
erability of antipsychotics in patients 
with schizophrenia and comorbid 
substance use. They included 8 ran-
domized controlled trials in patients 
with cannabis use comorbidity. Clo-
zapine was superior to other antipsy-
chotics for reduction of substance 
use and negative symptoms in those 
who used cannabis. Risperidone was 

superior to olanzapine for reducing 
of drug cravings and weight gain.

Conclusions
Premorbid cannabis use is associated 
with a dose-dependent increased risk 
of developing a psychotic disorder. 
There is evidence in both patients 
with psychotic disorders and the gen-
eral population that cannabis use is 
associated with adverse effects of 
psychopathology and cognition. 
Cannabis use and CUDs are highly 
prevalent throughout the clinical 
course of illness.

Cannabis use is associated with an 
earlier age of onset of psychosis and 
more severe impairments in neurocog-
nition. Continued cannabis use after 
the onset of psychosis is associated 
with increased risk of illness relapse, 
longer hospitalizations, and more se-
vere positive psychopathology. There 
is also evidence for superior efficacy 
of clozapine for reduction of sub-
stance use and negative symptoms in 
patients with schizophrenia and co-
morbid cannabis use. Targeted inter-
ventions for improved prevention, de-
tection, and treatment are warranted to 
improve outcomes in this population.

Dr Miller is Associate Professor, 
Department of Psychiatry and Health 
Behavior, Augusta University, 
Augusta, GA. He is the Schizophrenia 
Section Chief for Psychiatric Times.
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substance-induced psychoses will later 

transition to a diagnosis of schizophrenia.”
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T
he notion that bad things happen that can 
drive us “crazy” has been with us for centu-
ries. The first meta-analysis of research on 
the topic did not appear, however, until 

2012.1 It involved the 41 most robust studies at the 
time, including 18 comparisons of patients with 
psychosis and control participants without psychi-
atric disorders, 10 prospective studies, and 8 gen-
eral population surveys. The researchers found 
that psychosis was 2.8 times more likely to devel-
op in people who had suffered one or more child-
hood adversities. The odds ratios for 6 specific 
adversities were: sexual abuse, 2.4; physical 

abuse, 2.9; emotional abuse, 3.4; neglect, 2.9; bul-
lying, 2.4; parental death, 1.7. Dose response was 
seen in 9 of the 10 studies that tested for it. For 
example, a survey of 8580 people found that those 
subjected to one form of adversity were 1.7 times 
more likely to have a diagnosis of a psychotic dis-
order, compared with 18 times more likely for 3 
adversities, and 193 times for 5.2

The biological, social, and psychological medi-
ators of the relationship have been explored.3,4 The 
content of hallucinations and delusions is often re-
lated, directly or metaphorically, to childhood trau-
mas (Table 1).5-8 The range of childhood adversi-
ties that have been found to play a causal 
roleincludes sexual abuse, incest, physical abuse, 
neglect, poverty, loss (eg, of parents), bullying, be-
ing fostered/adopted, or a combination of any of 
these.1-7,9,10 Relationships between specific traumas 
or adversities and specific psychosis symptoms 
have been investigated.10,11 The Traumagenic Neu-
rodevelopmental Model of psychosis maps the 
similarities between the brains of traumatized chil-

dren and adults diagnosed with schizophrenia.4

Psychiatrist Sir Robin Murray12, one of the 
UK’s leading psychosis researchers, acknowl-
edged:

In the last 2 decades, it has become obvi-
ous that child abuse, urbanization, migra-
tion, and adverse life events contribute to 
the etiology of schizophrenia and other 
psychoses. This has been a big shift for me! 
My preconceptions had made me blind to 
the influence of the social environment.

A recent online survey explored the causal be-
liefs of 701 people, from 30 countries, taking an-
tipsychotics.13 On a scale from 1 (purely biologi-
cal) to 5 (purely social), the mean score was 4.2. 
The most common theme emanating from a the-
matic analysis was “social” (50%), followed by 
“psychological” (12%). The words trauma or 
traumatic were used by 214 people (30%), abuse 
or neglect were reported by 146 (21%), and loss 
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by 46 (7%). Table 2 presents examples of such.
A report from a large epidemiological study 

concluded: “Adverse childhood experiences 
among people with psychosis are common.  . . . 
Mental health professionals should routinely en-
quire about all types of adversities in this group 
and provide effective service responses.”14 Unfor-
tunately, recent findings indicate that most inter-
nationusers of mental health services are never 
asked about trauma or abuse, that services often 
fail to respond therapeutically to disclosures there-
of, and that people with psychosis fare particularly 
badly on both counts.15,16

Contrary to some claims, patients who have a di-
agnosis of schizophrenia or other psychotic disorders 
are no more likely to falsely allege abuse than anyone 
else.17 Another belief masking the relationship is the 
backwards/circular logic notion that once trauma is 
identified in the life of someone experiencing psy-
chosis, the diagnosis should change to posttraumatic 
stress disorder.

Ideally, what is required is a trauma-informed 
approach, a strategy pioneered in the US.18 The 
key components are recognition by all clinical 
staff that most mental health problems (including 
psychosis) can be conceptualized and treated 
through a trauma and/or adversity lens, and under-
standing that re-traumatization via force and com-
pulsion is to be avoided. For many mental health 
professionals, the first step is learning when and 
how to ask about events like childhood abuse and 
neglect, and how to respond therapeutically to dis-
closures.15,16,19 Table 3 presents the principles un-
derpinning how to effectively elicit information 
about abuse and therapeutic responses to disclo-
sures, whether spontaneous or as a result of asking 
a patient.19

A range of treatment models are well suited to 
address trauma and psychosis, including psycho-
dynamic psychotherapy, open dialogue, family 
therapy, acceptance and commitment therapy, and, 
of course, trauma therapy, which was pioneered in 
the US by Judith Herman, MD.20-22 There are 2 
other approaches, both of which are particularly 
well established in the UK.

Cognitive behavioral therapy for  
psychosis
CBT for psychosis (CBTp) is a collaborative and 
problem-orientated approach, working toward 
goals identified by the patient.23 Given the preva-
lence of adversity and childhood/adult trauma, it 
is unsurprising that a significant proportion of the 
work involves trauma-focused interventions. 

There is a recognition that CBTp should address 
traumatic experiences and should acknowledge 
and validate the influence such experiences have 
on current mental health.24

CBTp must be delivered in the context of a 
good therapeutic relationship, and the interperson-
al effectiveness of the therapist is important. CBTp 
emphasizes the normalization of psychotic expe-
riences. It provides information regarding preva-
lence and causation to help people understand that 
experiences such as hearing voices and paranoid 
thoughts may be more common than people ex-
pect and can be understandable responses to life 
events such as interpersonal trauma, bereavement 
and loss, and substance use. This approach helps 
to reduce distress and internalized stigma as well 
as promote empowerment.

CBTp often involves the development of new 

coping strategies to reduce distress and increase 
functioning. These include trauma-focused ap-
proaches such as grounding techniques to manage 
trauma sequalae (eg, flashbacks, unwanted mem-
ories) and dissociative experiences. CBTp helps 
people explore the meaning of traumatic events, 
with an emphasis on reduction of self-blame, guilt, 
and shame by re-evaluation, evidential analysis, 
and development of alternative narrative accounts. 
It can include contextualization of unprocessed 
trauma memories using reliving approaches. Cli-
nicians are often reluctant to treat people with psy-
chosis with exposure to trauma memories, as they 
fear it might make the psychotic symptoms worse 
or lead to destabilization. However, recent studies 
have shown that such trauma-focused approaches 
can be integrated within CBTp and be safe and 
helpful.25 Another important aspect of CBTp is the 
emphasis on active participation by use of behav-
ioral experiments to evaluate safety and current 
sense of threat, testing beliefs by changing behav-
ior in the real world. In addition, engagement in 
tasks between sessions is important in relation to 
achieving the best outcomes.

There are more than 50 clinical trials of CBTp, 
with recent meta-analyses finding small to moder-
ate effect sizes. These findings have led to it being 
recommended as a treatment for people who meet 
criteria for a diagnosis of schizophrenia and other 
psychoses in international guidelines.26 Specific to 
trauma-focused CBTp, systematic reviews con-
clude that it can be safe and effective in patients 
who have a diagnosis of psychosis and schizo-

SIGNIFICANCE FOR PRACTICING PSYCHIATRISTS
Psychiatrists and other clinicians should ask people experiencing psychosis about adverse experiences, 
including child abuse and neglect. The principle of informed choice indicates that all patients, including 
those who have a diagnosis of schizophrenia or other psychotic disorders, should be offered treatments 
besides medication, including talking therapies and self-help groups where available.

 ◗ Childhood adversities have been found to play a major role in the etiology of psychosis.

 ◗ Cognitive behavior therapy for psychosis (CBTp) is one of several evidence-based psycho-social approaches to 
help people who experience psychosis.

 ◗ Hearing Voices Groups are an internationally established, innovative way of providing support without 
pathologizing or stigmatizing people.

Table 1. Published examples of trauma-related psychotic experiences

Trauma/adversity Psychotic experiences

Incest Believes that her body was covered with ejaculate5

Incest Believes that she had had sexual relations with public 
figures5

A man who had been raped several 
times by an uncle at age seven

Heard voices telling him he was “sleazy” and should kill 
himself5

A woman who had been sexually 
assaulted by her father from a very 
young age, and raped as a teenager

Had the delusion that people were watching her as they 
thought she was “a sexual pervert” and had auditory 
hallucinations accusing her of doing “dirty sexy things”5

Sexual abuse from an early age; raped 
several times by strangers and violent 
partner

Believes that he is being tortured by people getting into 
body (eg, the devil), and had bleeding secondary to 
inserting a hose into self, stating “wanting to wash myself 
as people are trying to put aliens into my body”6

Child physical and sexual abuse, 
multiple rapes

Believes he has never been a child but is an old man who 
had his penis gauged out6

Child sexual abuse Olfactory hallucinations—smells sperm6

Ongoing sexual abuse by a violent 
relative

Hears voice of the relative telling to jump off a bridge and 
kill self; has already tried to commit suicide several times6

Sexually abused by her father from age 5 Command hallucinations to kill self; male voices outside 
her head, screaming children’s voices inside her head7

Physically abused by father as a child “Paranoid delusions of persecution” with fears of being 
killed, and “ideas of reference” that violence on television 
is related to him7

Physically and emotionally abused by 
mother as a child

Command hallucinations of mother telling her to commit 
suicide7

Sexually molested by old man as a child “Persecutory delusions” that men are out to harm her and 
sexually harass her7

Childhood sexual abuse Shame about the abuse, causing pervasive belief that she 
is inadvertently contaminating others by existing8
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phrenia.27,28 Recent reviews and individual studies 
have also concluded that there is little evidence to 
suggest that trauma-focused CBTp leads to symp-
tom exacerbations or adverse events; indeed, one 
study found a reduction in re-victimization com-
pared with a waiting list condition.29

Hearing Voices Groups
Hearing Voices Groups are peer support groups 
for people who hear voices, see visions, or have 
other unusual sensory experiences. The groups are 
a survivor-led initiative that aims to create a safe 
space to talk about difficult experiences without 
fear of judgement or stigmatization. They origi-
nated in the Netherlands during the late 1980s as a 
result of the work of Professor Marius Romme, 
MD, PhD, (social psychiatrist), Sandra Escher, 
PhD, (journalist/researcher), and Patsy Hague 
(voice-hearer). There are now national networks 
of groups in 34 countries including the US (www.
hearingvoicesusa.org), England, Serbia, Brazil, 
Japan, Italy, and Australia. Groups are in inpatient 
wards, forensic units, prisons, immigration and 
removal centers, child and adolescent mental 
health centers, and the general community. Na-
tional networks are connected through the Interna-
tional Hearing Voices Movement supported by the 
UK-registered charity Intervoice (www.intervoi-
ceonline.org). This organization includes online 
networking and an annual International Hearing 
Voices Congress for voice hearers, their loved 
ones, clinicians, and academics.

Rather than provide treatment, Hearing Voices 
Groups prioritize connection and exploration.30 
The role of the facilitators, therefore, is to “lead by 
listening,” supporting the group’s safety and de-
velopment by encouraging collaborative deci-
sion-making and an ethos of mutual support.31 
Facilitators often have personal experience of 
hearing voices but also include mental health pro-
fessionals and other allies. A key tenet of is a com-
mitment to respect people’s right to understand 
their experiences in their own way.32 This can be 
difficult for clinicians who feel that unusual or de-
lusional explanations should be challenged, espe-
cially in acute psychosis. However, given both the 
denial of trauma many survivors fear, and the way 
trauma and adversity can relate to themes within 
psychosis, rejecting fragmentary or confusing nar-
ratives risks also rejecting the person’s truths.5-8,33 
Just as collective sharing of trauma narratives can 
create “a common bond of humanity when we un-
derstand that we come to the table of dialogue with 
different kinds of trauma, all of which are import-
ant,”34 the explicit pluralism of Hearing Voices 
Groups may provide a safe structure for members 
to hear and be heard. According to a survey of 
members of English Hearing Voices Groups, al-

though 95% were mental health service users, the 
strongest results included members feeling that 
groups provide a safe and confidential space to 
discuss difficult things, and support that is unavail-
able elsewhere.35

 Not considered an intervention in itself, the 
research around Hearing Voices Groups 
remains limited.36 However, the small-scale 
research paints a consistent picture. The 
groups provide

 J a sense of belonging and connection37-39

 J acceptance of one’s whole person37-40

 J increased ability to talk about the voices37-40

 J  increased understanding of one’s 
experience36,38

 J  an increased engagement with coping 
strategies37,38

These potential benefits complement the phased 
approach to recovery from trauma: safety, explo-
ration, and (re)connection.22

Hearing Voices Groups are not a panacea. Like 
all approaches, they are not universally helpful, 

with a small minority of participants finding that 
they experience “small negative shifts” after attend-
ing group meetings and feeling certain topics can 
be marginalized.37,39 Although 35% of the respon-
dents to the English Hearing Voices Groups survey 
found groups distressing at times, the extent of the 
benefits endorsed in the survey suggest that groups 
can be helpful despite the challenges of discussing 
difficult material.35 Because the discussion in the 
groups is often difficult (eg, trauma, adversity) and 
such challenges are an inherent aspect of these 
groups it differentiates them from other social gath-
erings.40 For those who wish to attend them, Hear-
ing Voices Groups can support people with a diag-
nosis indicative of psychosis and can have particular 
benefits for those with experience of trauma.

Conclusion
We trust this brief introduction noting how traumas 
and adversities can contribute to psychosis as well as 
the challenging but rewarding nature of person-cen-
tered responses is helpful. For readers wishing to 
learn more, there are several worthy books to consid-
er. Similarly,  the International Society for Psycholog-
ical and Social Approaches to Psychosis may also be 
of interest.21-23,42-44

Recently, the Hearing Voices Network—En-
gland, published the article, “COVID-19: How 
Can We Support Each Other (and Ourselves),” 
which offers sources of support and information 
for people who hear voices.45 Much of the infor-
mation contained therein is relevant for the rest of 
us, including health care professionals.
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Table 3. Principles for eliciting and responding to abuse histories19

Principles for eliciting history Comments

Explain confidentiality boundaries This must be done at beginning of contact, not just before asking about abuse

Ask all patients Don’t just ask patients that you guess might have been abused, (eg, patient with PTSD)

Ask at initial assessment as part of a general psycho-
social history

Unless the patient is acutely suicidal or psychotic, in which case document that inquiry has 
not occurred

Preface with brief normalizing statement “We ask everyone, because it is fairly common among the people who come here”

Ask specific questions rather than “were you abused?” 
(about 50% is missed when using just “abused”); ask 
about recent/ongoing abuse as well as childhood

“Did anyone do anything to you sexually as a child that you didn’t want or made you 
uncomfortable?” “Did anyone hurt or punish you in a way that left bruises or cuts or required 
medical treatment?”

Principles for responding

Affirm that it was a good thing to tell you “I really appreciate you trusting me enough to share that with me; some people find that very 
hard to do”

Do not try to gather all the details This is not necessary, stay focused on the here and now, and the relationship between you 
and your patient

Ask if he or she has told anyone before, and ask how 
that went

Many patients will not have disclosed before; the response to those that have disclosed is 
important

Ask if he or she thinks about whether the event(s) is 
linked to current difficulties

Useful to know the patient’s thinking about this; may not be relevant

Offer support Inform your patient of the range of treatments/support available, but do not seek a decision 
there and then

Check current safety from possible ongoing abuse People abused as children have relatively high rates of abuse as adults

Check emotional state at end of session “How are you feeling about telling me about xxxxx earlier in our session”

Offer follow-up/check in Either offer to phone later or provide a support/crisis center number

Posttest, credit request forms, and activity evaluations must be completed online at https://education.gotoper.com/activity/ptcme20jul (requires free account 
activation), and participants can print their certificate or statement of credit immediately (80% pass rate required). This website supports all browsers. For 
PER’s privacy policy, please visit https://www.gotoper.com/privacy.

PLEASE NOTE THAT THE POSTTEST IS AVAILABLE ONLINE ONLY ON THE 20TH OF THE MONTH OF ACTIVITY ISSUE AND FOR 18 MONTHS AFTER.

CME POST-TEST
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Psychiatrists
Bronx, NY    

New York City Health + Hospitals/North Central Bronx is a modern, state-
of-the-art community hospital located in an attractive and safe residential Bronx 
neighborhood just 20 minutes north of Manhattan. It is a North Bronx Healthcare 
Network hospital affiliated with Jacobi Medical Center and a teaching site and 
academic affiliate of the Albert Einstein College of Medicine. It offers a full 
continuum of acute care inpatient and outpatient services in diverse Medical and 
Surgical specialties, including Psychiatry. 

The Department of Psychiatry has 70 Adult and Geriatric Acute Inpatient Beds, 
a Partial Hospital Program, Psychiatric Emergency Consultation-Liaison Service, 
an Adult Ambulatory Practice, and a community-based Assertive Community 
Treatment Program. The department employs evidence-based best practices in 
providing the highest quality care to its patients, in a patient-centered approach 
that is respectful of their individuality, culture, and community.

Opportunities are currently available for the following:

• Inpatient Attendings
• Director of Psychiatry Emergency Services
• Attending Psychiatrist – Emergency Room 
• Attending Psychiatrist – Partial Hospital Program 
• Geriatric Psychiatry

Moonlighting opportunities also available!
An academic appointment at Albert Einstein College of Medicine is offered!

We offer an easily accessible location within a beautiful residential Bronx neighborhood, 
generous compensation package, as well as unparalleled health benefits, opportunities for 
advancement, retirement plan, malpractice, Sponsorship for H1 & J1 Visas, and much more!  
For immediate confidential consideration, please contact: Mary Cordoba – Office  
of Physician Recruitment: Cordobam@pagny.org 646-532-1071

www.pagny.org

Physician Affiliate Group of New York [PAGNY] provides services to NYC Health + Hospitals Corporation (H + H),  
the largest public healthcare system in the United States. EOE M/F/D/V

Psychiatrists
Bronx, NY    

New York City Health + Hospitals/Jacobi is a modern, state-of-the-art, Level 1 Trauma 
Center located in an attractive and safe residential Bronx neighborhood just 20 minutes 
north of Manhattan. It is a North Bronx Healthcare Network hospital affiliated with 
North Central Bronx Hospital and a teaching site and academic affiliate of the Albert 
Einstein College of Medicine. It offers a full continuum of Acute Care Inpatient and 
Outpatient services in diverse Medical and Surgical Specialties, including Psychiatry.   

The Department of Psychiatry has 89 Adult Acute Inpatient beds, a Comprehensive 
Psychiatric Emergency Program (CPEP), a Consultation-Liaison Service, an Adult Ambulatory 
Practice, and a Community-Based Assertive Community Treatment Program. The 
department employs evidence-based best practices in providing the highest quality care to 
its patients, in a patient-centered approach that is respectful of their individuality, culture, 
and community. 

Opportunities are currently available for the following:

  • Consultation Liaison Director

  • Consultation Liaison Associate Director

• Inpatient Attendings

• Attending Psychiatrist CPEP

• Child Psychiatrist CPEP

Moonlighting opportunities also available!

An academic appointment at Albert Einstein College of Medicine is offered!

We offer an easily accessible location within a beautiful residential Bronx neighborhood, 
generous compensation package, as well as unparalleled health benefits, opportunities for 
advancement, retirement plan, malpractice, Sponsorship for H1 & J1 Visas, and much more! 
For immediate confidential consideration, please contact: Mary Cordoba – Office of Physician 
Recruitment: Cordobam@pagny.org 646-532-1071

www.pagny.org
Physician Affiliate Group of New York [PAGNY] provides services to NYC Health + Hospitals Corporation (H + H),  
the largest public healthcare system in the United States. EOE M/F/D/V
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PSYCHIATRISTS

$260,004 - $311,592 
annual salary (Board Eligible)

$266,844 - $320,640 
annual salary (Board Certified)

INPATIENT · OUTPATIENT

FIND YOUR  
CAREER  
BALANCE IN  
CALIFORNIA

California Correctional Health Care Services is seeking proactive, knowledgeable 
psychiatrists to join our multidisciplinary teams.  Within the California Department 
of Corrections and Rehabilitation’s facilities, you will find like-minded professionals 
well-versed in the intricate psychiatric and medical interplay necessary to 
treat our diverse patient population.  Here, you will see and develop treatment 
plans for cases you won’t encounter in any other practice.  And with the 
support of our dedicated medical assistants, you’ll be able to devote your time 
to practicing and honing advanced psychopharmacological skills.  Plus, with 
locations throughout California, you’re sure to find your perfect fit. 

In return for your efforts, we offer:
• 40-hour workweek with flexible schedules, including 4/10s
• Generous paid time off and holiday schedule
• State of California retirement that vests in five years  

(visit CalPERS.ca.gov for retirement formulas)
• State of California retirement that vests in five years
• $10,000 Thank You Bonus to professionals newly hired with the State of California 
• Relocation assistance available to professionals newly hired with the  

State of California
• Paid insurance, license, and DEA renewal
• Visa sponsorship opportunities

Take the first step in joining one of our teams and contact LaTreese Phillips at 
(916) 691-4818 or CentralizedHiringUnit@cdcr.ca.gov. 

You may also apply online at www.cchcs.ca.gov.

EOE

• Join the largest and most dynamic 
mental health department in the 
country

• Multiple avenues for advancement 
and professional development

• Flexible work schedules and Job 
Registry opportunities

• Unparalleled work-life balance

• Highly competitive benefits

• Competitive salary with potential 
bonuses of up to $32,000 annually

• Student loan repayment incentive 
of up to $250,000

• Reimbursement of eligible 
relocation costs of up to $15,000

Make a difference 
for those who 

need it the most.

www.psychiatristjobs.la

Our Work Matters

PSYCHIATRISTS
For clinical staff and leadership positions

 
 

 

 

The State of New Jersey is an Equal Opportunity Employer

wellness recovery prevention
laying the foundation for healthy communities, together

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

Post Certified - $255,541 (3+ years post certification)  
Board Certified - $237,617
Board Eligible - $224,080
•	 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
•	 12	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.

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

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

UMass Memorial Health Care

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

The Department of Psychiatry is a national leader in public sector psychiatry, child 
and adolescent psychiatry, neuropsychiatry, biological psychiatry, psychosocial reha-
bilitation, women’s mental health, and addiction psychiatry. We integrate our clinical, 
research, teaching and community partnership activities to help individuals and 
families transform their lives through recovery from mental illness and addiction. We 
are particularly interested in having Faculty join our Department who are motivated 
for a career in clinical research. We are the largest provider of psychiatric services in 
central Massachusetts, with over 400 faculty members and 12 hospitals and commu-
nity mental health centers. 
Our residency program trains 7 residents per year, including general psychiatry and 
specialty tracks for combined adult and child psychiatry and combined neurology. We 
offer fellowships in Child and Adolescent Psychiatry, Addiction Psychiatry, Forensic 
Psychiatry, Neuropsychiatry, and Adult Developmental Disabilities. Interested candi-
dates should send their curriculum vitae addressed to Dr. Sheldon Benjamin. 

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

Provides administrative and clinical oversight for the DMH-operated and contracted state 
hospital and community support programs. Clinical Care in our Partial Hospital program.

Full-Time Inpatient Psychiatrist 
(Cape Cod and Islands Mental Health Center, Pocasset, MA) 

Work closely with two psychiatric APRNs, a consulting internist, and a 
multidisciplinary team.

Full-Time Inpatient Psychiatrist (Taunton State Hospital, Taunton, MA) 
Inpatient services while providing acute clinical care

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

Full-Time Psychiatrist (Corrigan Mental Health Center, Fall River, MA):
Outpatient and partial hospital services, as well as coverage of a 16-bed inpatient unit.
Inpatient Psychiatrist (Worcester Recovery Center and Hospital, Worcester, MA)
Be part of a person centered, recovery oriented multidisciplinary team that strives to 

help individuals lead healthy lives and return safely to the community.

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

marie.hobart@umassmed.edu
Interested applicants should apply directly at 

https://academicjobsonline.org/ajo/UMASSMED/Psych
(J-1 and H-1B candidates are welcome to apply)

Chief Medical Officer (CHL, Worcester, MA)
Supervision of a large group of professionals and participation in 

development efforts serving >22,000 individuals each year.
Medical Director (Adult Inpatient Psychiatry, Marlborough, MA)

Provide psychiatric and medical supervision and 
direction to a 22-bed behavioral health unit. 

Adult Inpatient Attending Psychiatrist (PTRC, Worcester, MA) 
Inpatient services while providing acute clinical care

General Adult Outpatient Psychiatrist (Worcester, MA)
Outpatient services while providing behavioral healthcare services. 

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

Sheldon Benjamin, MD:
c/o: Jessica Saintelus, Physician Recruiter

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

umassmemorialmedicalgroupphysicians/search?q=&d=Psychiatry

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

   

Inpatient Psychiatrist Opportunities
Cambridge Health Alliance (CHA)

Cambridge Health Alliance is a well-respected, nationally recognized and 
award-winning public healthcare system. CHA is a teaching affiliate of both 
Harvard Medical School (HMS) and Tufts University School of Medicine. Our 
system is comprised of three hospital campuses and an integrated network of 
both primary and specialty outpatient care practices in Cambridge, Somerville 
and Boston’s Metro North Region.

•  Full-time and Part-time opportunities available at CHA Cambridge Hospital 
and CHA Everett Hospital

•  Manageable call coverage

•  Fully integrated electronic medical record (EPIC) is utilized

•  Join a collegial group of multi-disciplinary staff of Psychiatrists, Psychologists, 
Social Workers, Nurses and Occupational Therapists

•  Academic appointments at Harvard Medical School are available 
commensurate with medical school criteria.

•  Opportunities to train medical students and psychiatry residents and fellows. 

CHA offers competitive compensation and a comprehensive benefits package 
including health and dental insurance, 403b retirement accounts with 
matching, generous PTO, CME allotment (time and dollars) and much more.

Qualified candidates will be BC/BE in psychiatry and share CHA’s passion for 
providing the highest quality care to our underserved and diverse patient 
population. Please submit CV’s through our secure website at www.
CHAproviders.org, or by email to Melissa Kelley at ProviderRecruitment@
challiance.org. The Department of Provider Recruitment may be reached by 
phone at (617) 665-3555 or by fax (617) 665-3553.  

CHA is an equal opportunity employer and all qualified applicants will receive consideration for 
employment without regard to race, color, religion, sex, sexual orientation, gender identity, national 
origin, disability status, protected veteran status, or any other characteristic protected by law.

Director of Child and Adolescent
The Icahn School of Medicine at Mount Sinai affiliated with New York City/Health + 
Hospitals/Elmhurst, serving the culturally diverse community of Western Queens, is 
seeking a full time board certified Child and Adolescent Psychiatrist for the position 
of Director of the Child and Adolescent Division at Elmhurst. The Division includes a 

Child and Adolescent Inpatient Unit, Partial Hospitalization Program, Pediatric 
Consultation Program, Outpatient Clinic, School Based Mental Health Program, 
Home Based Crisis Intervention Program and an ACGME accredited Fellowship 

Training Program in Child and Adolescent Psychiatry. Requirements include Doctor 
of Medicine or Osteopathy degree, completion of ACGME accredited residency 

training program in psychiatry and fellowship training program in Child and 
Adolescent psychiatry, ABPN certification in psychiatry and Child and Adolescent 
psychiatry, minimum of 3 to 5 years post-fellowship experience, previous clinical 
and administrative leadership experience and demonstrated record of scholarly 

activities and interest in education and training.

We offer faculty appointment with the Icahn School of Medicine at Mount 
Sinai Health System. This is an excellent opportunity to join a multidisciplinary 

leadership team working with a diverse patient population.

Mount Sinai/Elmhurst offers a collegial environment and competitive 
salary to include a sign in bonus and retention bonus along with full benefits. 

This position requires current New York State License, Medicaid number 
and DEA number in order to practice medicine.

Please send CV along with a brief description of career interests and goals to:
Howard Gould, M.D., Deputy Director

Department of Psychiatry
Elmhurst Hospital Center, 79-01 Broadway, Elmhurst, NY 11373

Email: gouldh@nychhc.org 

The Mount Sinai Health System is an equal opportunity employer. We promote recognition and 
respect for individual and cultural differences, and we work to make our employees feel valued and 

appreciated, whatever their race, gender, background, or sexual orientation. 
EOE / Minorities/Women/Disabled/Veterans
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Top Leading Locum Psychiatrist Services

A+ Occurrence Malpractice Through PRMS
Phone: 559. 799. 8344 Fax: 888. 712. 2412 
Email: imperiallocum@imperiallocum.com

Locumjobs@imperiallocum.com
Visit: www.imperiallocum.com

Message for the Facilities

Please contact our Contract Department if you need 
on site or Tele-Psychiatry help for Adult and Child

California

New York

Psychiatrist Needed

Psychiatrist Needed

$275 - $325 Plus/hr.
$280 - $290/hr. 
$300/hour - group rate
$185 – $265/hr.
$200/hr.
$180-$220/hr.

$200 - $350/hr.

California Correctional Facilities
Department of the State Hospitals

LA-DMH & LA County Jail
Tulare County Adult Jail
Tele-Psychiatry

Psychiatrist

Ref. Bonus/Signing Bonus up to $2k/$2k (*Certain Rules Apply)

TOP PAYING COMPANY IN THE PSYCHIATRIST WORLD

$150-$255/hr.
$65-$110/hr.

Medical Doctors
NP / PA

All NYC & Upstate NY
Office of Mental Health
In-Patients/Out-Patients

Locations Available

**The New York State works on a bid system. The 
rates are based on the market and the provider’s 
request. Typical rate requests range from $180 to 

upwards of $325/hour depending on the location**

MEMBER OF
National Association of 
Physician Recruiters

Henry Ford Allegiance Health (HFAH) is actively seeking full-time clinical faculty psychiatrists 
to work within our dynamic and expanding Behavioral Health Services (BHS). The successful 
candidate will participate in the clinical, administrative and teaching aspects of our General 
Psychiatry Residency Program. They will be an active participant in developing and shaping 
our interdisciplinary clinical and educational programs across specialty services and levels of 

care within HFAH BHS; as well as throughout our care continuum, to include across HFAH 
Primary and Specialty Care services, and the broader community.  In addition to a passion 
for teaching, mentoring and lifelong learning, interest in Population Health and Integrated 

Care models is particularly welcome.  

Clinical activity will reflect an individually negotiated blend of applicant interest/passion and 
the overall needs of HFAH BHS. We welcome candidates with primary interest in general 

ambulatory and/or inpatient psychiatry, as well as child, geriatric, consultation-liaison, ECT, 
and collaborative care.  Depending on candidate preference/interest, clinical responsibilities 
will reflect some combination of outpatient and/or hospital-based clinical activity; delivered 

via an amalgam of direct face-to-face patient care, precepting/supervision of resident 
provided care, and possibly collaborative care services. The candidate will participate in 

various on-call activities, to include scheduled weekend rounding on the inpatient unit and 
provision of attending back-up to residents and Advanced Practice Providers (APPs). 

The successful candidate will serve as a model of professional and scholarly behavior across 
their clinical, educational and administrative duties. In addition to supervision/mentoring of 
residents and APPs, candidates will be expected to participate in a broad array of scholarly 
activities, to include: providing lectures to residents, medical students and interdisciplinary 

learners; participation in Journal Clubs, Evidence-Based Medicine Seminars, and Grand 
Rounds; the development/creation of scholarly products; and attendance/participation at 

pertinent local, state, and national professional organizations/meetings.

BEHAVIORAL HEALTH 
OPPORTUNITY

JACKSON MI 

Compensation
Competitive Salary

Consideration given for Signing 
Bonus / Student Loan Forgiveness

Housing Incentive for applicant 
purchasing his/her primary 
home in “Jackson County”

Contact:
Jeanne Calvert

Manager Recruitment/Retention

JCalver2@HFHS.org 

(517) 435-8091

Practicing psychiatrists
read this ad.

Next issue, make it yours.

Jules Leo • Advertising
(203) 523-7026 • jleo@mjhlifesciences.com
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ARIZONA

Arizona State Hospital

Seeking Chief Medical Officer!

The Arizona State Hospital (ASH) is 
seeking a seasoned leader and who has 

served as a Medical Director in an 
adult psychiatric facility. Under general 

direction of the Hospital 
Superintendent (Chief Executive 

Office), the Chief Medical Officer 
(CMO) is responsible for the clinical 

operation of the Arizona State Hospital. 
ASH provides direct patient care and 

individualized treatment with the belief 
that all individuals can live a life filled 
with meaning and purpose. If you have 
a passion for providing evidence-based, 

recovery-oriented, and trauma-
informed care, then this is the job for 
you.  We offer our employees a robust 

and very affordable insurance plans 
with all networks that are nationwide 

which includes medical, dental, vision, 
and life, short-term and long-term 

disability. Also a defined top-ranked 
retirement program with 100% 

employer matched contributions. Come 
check us out and see how you can 

make a difference in the lives of all 
Arizonans!  For more information, visit 
www.azstatejobs.gov Job ID 54902 and 
select Department of Health Services 

or ADHS LinkedIn

 CMO - LinkedIn posting

CALIFORNIA

www.scvmc.org
www.sccmhd.org
PSYCHIATRIST

$278,780.51 - $339,622.40 annually
7 weeks 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 BE/BC psychiatrists & PGY-

III/IVs for a variety of clinical settings, 
including emergency psychiatric 

services, inpatient psychiatric services, 
outpatient behavioral health clinics, 

and custody health programs. 
Opportunities for additional 

moonlighting also exist within our 
healthcare system.

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 to provide 
integrated health care to patients.

Psychiatrists are eligible for numerous 
benefits including 7 weeks of annual 

leave, 1 week of educational leave, 12 
holidays, $4500 educational funds, 
health benefits, life insurance and 

CalPERS retirement plan.

If you are interested in working in a 
dynamic and collegial work 

environment, please submit a CV and 
letter of interest directly to:

Dr. Tiffany Ho
Behavioral Health Medical Director

tiffany.ho@hhs.sccgov.org
(408) 885-5767

The County of Santa Clara is an Equal 
Opportunity Employer

Outpatient Psychiatry Opportunity
San Joaquin County Behavioral Health 

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

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

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

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

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

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

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

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

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

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

BHSadministration@sjcbhs.org. EOE

The doctors of TRADITIONS 
BEHAVIORAL HEALTH are the largest 
provider of MD psychiatric services to adult 
populations all over California and also now 
in WA and NV!  We provide services to the 
seriously and persistently mentally ill and 
have openings in the San Francisco Bay 
Area, Santa Barbara, San Diego, Los 
Angeles, Reno and Seattle. Overall we plan 
to add 50 more Fulltime psychiatrists to 
bring our medical staff team to 400 
psychiatrists. Our packages vary from a 
minimum of $300,000 per year plus 
$10,000 in bonuses and a benefit package 
valued at approximately $90,000, to up to 
$500,000, for the industrious physician.
Our generous benefit package includes over 
6 weeks paid time off per year. If you are 
creative and think outside the box, if you 

value diversity and cultural competency, if 
you like innovative programs that are patient 
driven, using a rehabilitative, rather than 
illness model, if you want more time to 
work with patients, to get the best results, 
then TBH is the company for you. To learn 
more about the specific job openings and 
salary and benefit packages, check out our 

Website at: 
www.tbhcare.com or Email your letter of

interest and CV to our company VP of 
Recruitment, Derek Sawyer at: 

Derek@tbhcare.com 
TBH is an equal opportunity employer

Psychiatrist Position
Excellent Opportunity in California

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

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

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

of the cosmopolitan city of Mexicali, 
Mexico.  San Diego State University 

maintains a satellite campus in Calexico, 
and there are several private and public 

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

perfect place for any professional. 

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

for more leisurely activities.  As a 
Psychiatrist with Imperial County 

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

includes therapists, nurses and 
rehabilitation technicians that provide 

comprehensive support and resources to 
assist clients in achieving recovery.

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

applicants.

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

CA 92243.   

For additional information, please contact:

Kristen Smith
(442)265-1606

kristensmith@co.imperial.ca.us

BE or BC psychiatrist needed. Following 
locations have immediate openings:

• San Jose, CA: Schedule: 8-40 hours per 
week available. Pay Rate: $291,200 - 
$364,000 per year! Excellent Benefits. 

• Belmont, CA: Schedule: 24 hours per 
week; Pay Rate: $140 - $158/hour 
(Employee); $183 - $205/hour (Contractor)  

• Sacramento, CA: Schedule: 16 hours per 
week; Pay Rate: $140 - $205/hour 

• Oakland, CA: Schedule: 20-24 hours per 
week; Pay Rate: $140 - $193/hour 
Excellent Benefits available!

• Anaheim, CA: Schedule: 16-40 hours per 
week; Pay Rate: $140 - $193/hour 
Excellent Benefits available!

• For additional listings, please visit: 
www.telecarecorp.com/physician-jobs/

You will work as part of a multidisciplinary 
team. The staff is all very friendly and it is a 

supportive working environment.

Please email your resume to 
Psorecruiting@telecarecorp.com 

EOE M/F/V/Disability

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

license or ability to obtain. Send CV to 
Mark David Levine, M.D., Professional 

Corporation  3835 N. Freeway Blvd., Ste 
100, Sacramento, CA 95834 or email to: 

providercv@cpsych.com

MASSACHUSETTS

Psychiatrist – Outpatient Only –
 Cape Cod Healthcare

LIVE AND WORK OCEANSIDE!!

Immediate full time opening for BC/BE 
psychiatrist. Responsibilities include 

evaluations and follow-up appointments for 
adult psychiatric patients requiring 

medication management. 

40 hour-per-week position in our outpatient 
clinic in Hyannis, MA.  Schedule is 

Monday through Friday.  Must also work 
one weeknight on-call.  No weekend on-call 

duty is required but available if interested 
with extra compensation attached.

Consultation/collaboration with other 
clinical staff on shared cases as needed. This 
will be an employed position by Cape Cod 

Healthcare with a generous base salary, 
sign-on bonus, and relocation support.

Please take some time to look at the Cape 
Cod Healthcare website at www.
capecodhealth.org/recruitment 

Enjoy coastal living at its best!  Miles of 
sandy beaches for your enjoyment, quaint 
villages, and beautiful sunsets over Cape 

Cod Bay make this a great place to practice 
medicine and enjoy the amenities the Cape 
has to offer.  It is truly a wonderful place to 

live and work

If you are interested in speaking further 
about our position, please email me your 

CV and the best day/time you are available 
to talk.  

Jolia Georges
Director of Physician Recruitment

Phone: 508-862-5481
Email: jgeorges@capecodhealth.org
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MISSOURI

PSYCHIATRIST

Provide full-time face-to-face psychiatric 
services to patients in Raymore, MO for a 
minimum of 40 hours a week.  In addition, 
may provide services to patients in Royal 
Oaks Hospital in Windsor, Missouri, as 

assigned.  M.D. or professional equivalent 
degree, BC/BE in Psychiatry and Missouri 
medical license required.  This position is 

eligible for the Employee Referral Program. 
Position is with Compass Health, Inc., d/b/a 

Pathways Community Health in Clinton, 
MO.  Send C.V. to: Ms. Cathy Grigg, 

Director of Psychiatry Services at cgrigg@
pbhc.org  Fax: 417-532-6606.

NEW HAMPSHIRE

Beautiful Seacoast area with four seasons, 
55 minutes from Boston.  Expanding private, 
non-profit community mental health center 

seeks a Child/Adolescent Psychiatrist to join 
a staff of ten psychiatrist sand 4 APRN’s, for 

outpatient care.  Vibrant collegial 
atmosphere with competitive salary.

Interested candidates apply at: 
https://smhc-nh.org/job-openings

 EOE M/F

OHIO

Clinical Neuroscience of Mood 
Disorders Fellowship is looking to 

fill an available position.

Requirements for this position is to be a 
MD who has completed residency in 
psychiatry or related field or a PhD in 

Clinical Psychology.  Candidate should be 
eligible for an Ohio Trainee License to 

conduct clinical work. This is a 1 - 2 year 
program and is accredited by the Cleveland 

Clinic.  Position can be filled any time 
during the year on a rolling basis.   The 

fellowship is designed to train fellows in 
clinical care and neurobiological basis of 
depression and bipolar disorder. Current 
research is focused on neurochemical, 
imaging and genetic biomarkers for 

diagnosis and treatment as well as on 
clinical trials of novel pharmacological 

agents and strategies.  

Please contact Amit Anand, MD at 
ananda@ccf.org

VIRGINIA

Adult Admission 
Psychiatrist Opportunity

Southwestern Virginia Mental Health 
Institute, in Marion, Virginia, sitting in the 
heart of the Blue Ridge Mountains is 
seeking a skilled Psychiatrist for our in-
patient Adult Admission Unit.  We invite 
you to consider working in a picturesque 
small town with abundant outdoor activities 
with shopping and airports nearby.  
Training for this specialty area is available.  
Full time medical physicians are on staff 
for rounding, physicals/histories and 
consultation.

Our 179-bed behavioral health facility 
offers an exciting career in a wide range of 
interesting pathology while providing a 
highly desirable work-life balance.  No on-
call required, with compensated on-call 
available.  After hours, weekends and 
holidays are covered by dedicated full and 
part-time staff.

This is an employed position offering:
•  A competitive salary with generous state 

benefits
• Paid malpractice Insurance 
•  Loan repayment up to $140,000 tax free 

for a 4 year commitment
•  Another $10,000 paid toward loan debt
• CME stipend/leave
• Sign-on Bonus plus sign-on Vacation time 
• Relocation allowance
•  $10,000 employer contribution to a 

Virginia 529 College Savings Plan  

If you are licensed or eligible for licensure 
in Virginia, and have completed a 
psychiatric residency, please send your 
current CV to kim.sayers@dbhds.virginia.
gov, or phone 276-783-1204 to discuss this 
opportunity.

We invite you to join a team of dedicated 
physicians and loyal staff who are 
committed to promoting a life of 

possibilities for all Virginians.

For more information, please visit:  
www.swvmhi.dbhds.virginia.gov; 

www.smythcounty.org; 
www.abingdon-va.gov

Find What You’re Looking For Now
Log on to

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

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.

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

•   Carrier Clinic -Inpatient Attending
Child/Adolescent and Adult/Geriatric–Carrier Clinic (Belle Mead, NJ)

•  Child & Adolescent Section Chief
 Includes Pediatric CL: Jersey Shore University Medical Center, 
(Neptune NJ)

•  Consultation Liaison Psychiatrists
Hackensack University Medical Center (Hackensack, NJ), Raritan Bay 
Medical Center (Perth Amboy, NJ), JFK Medical Center (Edison, NJ), 
Ocean Medical Center (Brick, NJ)

• Outpatient: Ocean Medical Center (Brick, NJ)

•  Staff  Psychiatrist for Adult Inpatient Unit
Riverview Medical Center (Red Bank, NJ) & Hackensack University 
Medical Center (Hackensack, NJ)

•  Outpatient Child& Adolescent Psychiatrist
Hackensack University Medical Center (Hackensack, NJ)

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

Renee.Theobald@hackensackmeridian.org  or call: 732 751-3597

Hackensack Meridian Health is a leading not-for-profi t health care 
network in New Jersey off ering a complete range of medical services, 
innovative research, and life  enhancing care aiming to serve as a na-
tional 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-defi ne graduate medical 
education, research, and clinical practice; reverse the critical physician 
shortage in both the New York/New Jersey metropolitan area and the 
nation; and stimulate economic development in northern New Jersey.

The School of Medicine will be the anchor in the development of a 
comprehensive health sciences campus that will also include research 
facilities and biotechnology endeavors – all in service of educating 
tomorrow’s doctors, discovering novel therapies, and facilitating com-
passionate and eff ective 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 psy-
chiatry as well as  founding Chair of Psychiatry & Behavioral Health at 
the Hackensack Meridian School of Medicine at Seton Hall University. 
“Our new psychiatry residency program will improve clinical care and 
ultimately encourage future health care leaders to build practices in 
the Jersey Shore area,’’

Department of Psychiatry
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Providing Education for Psychiatrists

Visit gotoper.com/go/PsychiatricTimes to check out our virtual 
conferences and webcasts, and we’ll see you in-person soon!

As the offi cial provider for Psychiatric Times, PER® is leading the way 
in advancing CME, while continuing our tradition of delivering 

world-class conferences. Whether taking place in-person or 
virtually, PER® will still provide the same high-impact education 

clinicians have trusted for more than 20 years.

Up-to-date 
evidence-based clinical 
information that can be 

immediately 
implemented into 

patient care

Unrivaled 
interaction with 

renowned 
thought-leaders

On-demand 
programming that

provides access 
whenever and wherever 

you need it
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