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COMMENTARY

A Rush to Judgment?
School Shooters
and Psychopathy
» Ronald W. Pies, MD

IT TOOK ONLY 48 HOURS for the pop psychology “diagnosis” of the Uvalde, Texas,
shooter to hit the internet. One headline screamed, “A teenage psychopath is still a
psychopath….”1 One prominent politician declared the shooter to be a “psychopath”2
and another upped the ante, describing him as a “heartless psychopath.”3

CLINICAL REFLECTIONS

What Are Clinicians Missing About Catatonia?
» Mark A. Oldham, MD; and Joshua R. Wortzel, MD

C

atatonia is a psychomotor syndrome that features too
little (hypokinetic), too much (hyperkinetic), or abnormal (parakinetic) movement and presents in association with primary mental illness or other medical conditions.1
An individual with catatonia may develop life-threatening
autonomic abnormalities—a condition called malignant catatonia. Persistent or severe catatonia can also lead to a wide
variety of medical complications (Table).2 Prompt identifica-

tion and management are imperative.
An estimated 5% to 10% of acute psychiatric inpatients
have catatonia, with a growing body of literature describing
catatonia in acute medical settings as well.3 Despite the prevalence of catatonia and its clinical impact, catatonia remains
widely underdiagnosed. In fact, 2 separate studies found that
roughly only 1 in 10 cases of catatonia was recognized by
psychiatric inpatient treatment teams.4,5 Although several factors likely play a role, we believe that a widespread lack of
understanding catatonia’s clinical diversity may be a large
reason catatonia so often goes undiagnosed.
To explore this possibility, we collaborated with Andrew
Francis, MD, PhD, senior author of the Bush-Francis Catatonia Rating Scale (BFCRS). Published in 1996, the BFCRS
is the most widely used scale to assess catatonia in clinical
and research settings.6 We began by creating a detailed
BFCRS Training Manual and Coding Guide to describe
each item on the scale and to provide a semistructured interview to guide scoring.
Next, we created an online module to assess how well
clinicians and trainees in psychiatry could identify the
CONTINUED ON PAGE 8
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ummertime: It should be a season of rest and relaxation, but
as you well know, health care never sleeps. That’s why in
this issue of Psychiatric Times™, we tackle the most import-

ant issues in psychiatry so that you can stay informed and best support your patients.
One of the hot button topics right now is psychopathy and school
shootings—are we quick to judge? The Uvalde shooter was deemed
a “psychopath” within days, but is the argument that all shooters are
psychopaths circular and unhelpful? How does that conversation
impact psychiatry, mental health, and your patients? Ronald W.
Pies, MD, shares his thoughts on the definition of psychopathy and
the demonization of the “Other.”
Another relevant challenge is physician burnout. The current culture in medicine may seem antithetical to a healthy work mind-set,
and that’s why in part 1 of this 2-part Special Report, H. Steven
Moffic, MD, leads the conversation on what you can do to sustain
your mental wellness. Peter Grinspoon, MD, addresses physician
substance use and misuse as burnout rates rise in the wake of the
COVID-19 pandemic. Aparna Iyer, MD, shares insights on the real-
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encourage your own wellness journey so that you can best serve
your patients. And, if you have tips to share with your colleagues,
let us know. Your story may be featured in a future issue!
This month, our continuing medical education explores historical
and current diagnostic approaches toward patients who present in
mixed affective states. While more research is needed to better un-
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First Encounters With EPS

The first description of EPS in medicine occurred in 1952 when drug-induced parkinsonism was seen in patients treated with our very first
antipsychotic medication, chlorpromazine.1 Five years later, the first
case report of TD was published,
which occurred in a patient who was
also being treated with chlorpromazine. As the antipsychotic mechanism of chlorpromazine was ultimately believed to be related to its
ability to block the D-2 receptor, 2

• Drooling
• Extrapyramidal
disorder
• Glabellar reflex
abnormal
• Oromandibular
dystonia
• Salivary
hypersecretion
• Hypokinesia

• Muscle rigidity
• Muscle tightness
• Musculoskeletal
stiffness
• Psychomotor
retardation
• Tongue spasm
• Tremor
• Trismus
• Myoclonus
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esophageal reflux disorder and diabetic gastroparesis, and prochlorperazine, which is commonly prescribed
to treat nausea and vomiting.

Table 1. Movement Disorders Included Under “EPS” as an
Adverse Event in FDA Trials of Antipsychotic Medication
• Parkinsonism
• Akathisia
• Restlessness
• Dystonia
• Acute dystonia
• Dyskinesia
• Tardive dyskinesia
• Akinesia
• Cogwheel rigidity
• Bradykinesia
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I

was attending a lecture on movement disorders approximately 4
years ago when the speaker, a neurologist, described how, in neurology,
the term extrapyramidal symptoms
(EPS) is an example of a “4-letter
word.” Yes, one of those irreverent
and foul 4-letter words that have most
of their letters replaced by “*”s. The
neurologist went on to say that a psychiatric referral to a neurologist requesting evaluation for EPS is like a
neurologist referring us a patient for
evaluation for a psychiatric disorder.
It was refreshing to hear this, as I
have always viewed the adverse event
term EPS, which includes many potential movement disorder adverse
effects from antipsychotics, to be far
too vague and nondescript. Table 1
lists the numerous movement disorders that are defined as an EPS adverse event during clinical trials submitted to the US Food and Drug
Administration (FDA).
Additionally, since the FDA approval of 2 vesicular monoamine
transporter type 2 (VMAT2) inhibitors (deutetrabenazine and valbenazine) in 2017 for the treatment
of tardive dyskinesia (TD), the new
standard is to describe the various
medications that can cause TD and
other types of EPS by the mechanism
by which these movement disorders
are putatively caused: dopamine-2
receptor blocking agents (D2RBAs).
Although all antipsychotics do block
the dopamine-2 (D-2) receptor, drugs
in other classes also block this same
receptor and have the same risks of
causing EPS. A few common examples include metoclopramide, which
is used for the treatment of gastro-

CLINICAL
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additional types of EPS were added
to the list: acute dystonic reactions
and akathisia. These 4 movement
disorders are common adverse events
from all D2RBAs, and as we have
increased our understanding of the
neuropathophysiology of these 4
movement disorders, we now understand them as distinct from each
other both in terms of etiology and
treatment. Table 2 provides a simple
overview of the different properties
of these 4 types of movement disorders as well as the different treatments for them.

The Dopamine/
Acetylcholine See-Saw

Significantly, the presentation and
treatment of these movement disorders
are quite heterogenous. Acute dystonias and drug-induced parkinsonism
are believed to result from a dopamine-acetylcholine imbalance that results from the blockade of the D-2 receptors. This results in a disequilibrium,
creating a relative excess of acetylcholine
activity due to the relative decrease in

P S Y C H I AT R I C T I M E S ™
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Table 2. Four Most Common Types of EPS From Antipsychotics
Movement
disorder

Usual time to onset after
starting or increasing dose
of D2RBA

Acute dystonia

Treatments

Duration

24 to 72 hours

Stop D2RBA
Lower D2RBA dose
Anticholinergics

A week or less
Reversible with time and/or treatment

Drug-induced
parkinsonism

Weeks to months to years

Lower D2RBA dose
Change D2RBA
Amantadine
Anticholinergics

Weeks to months to years
Reversible with time and/or treatment

Akathisia

Weeks to months to years

Lower D2RBA dose
Change D2RBA
β blockers
Clonazepam

Weeks to months to years
Reversible with time and/or treatment

Tardive dyskinesia

Months to years to
decades

Lower D2RBA dose
Change D2RBA
VMAT2 inhibitors

Irreversible in approximately 80% of
cases

dopamine activity resulting from the
D-2 receptor blockade. An acute dystonia, such as an oculogyric crisis or torticollis, can be quite frightening to the
patient, as the dystonia occurs rapidly
and can be painful. Fortunately, the
treatment is simple and results in imme-

diate relief. Administering the patient
an anticholinergic drug (including diphenhydramine, benztropine, or trihexyphenidyl) appears to restore the
dopamine-acetylcholine balance.
Treatment is usually only required for
a few days or a week at most.

Drug-induced parkinsonism follows a different clinical path, although
it is quite variable in both time of onset
and duration. The same 3 anticholinergic drugs are used to treat drug-induced
parkinsonism; however, the treatment
(CONTINUED ON PAGE 25)
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A Rush to Judgment
Continued from Cover

Several anonymous online comments ran
along the lines of, “Who else but a psychopath
could murder a room full of innocent schoolchildren?” That is a perfectly understandable question among the general public, but it amounts to
little more than a circular argument and plays fast
and loose with the concept of “psychopath.”

Psychopath Versus Psychopathy

What does psychopath really mean? In professional literature, “psychopaths” were defined by the pioneering forensic psychologist,
Robert D. Hare, PhD, as “intraspecies predators who use charm, manipulation, intimidation, and violence to control others and
to satisfy their own selfish needs. Lacking
in conscience and in feelings for others,
they cold-bloodedly take what they want
and do as they please, violating social
norms and expectations without the slightest sense of guilt or regret.”4
Hare’s description amounts to a kind of
archetype, describing what some have
called—perhaps inaccurately—a “cold, heartless, inhuman being.”5 But as Hare himself
later demonstrated, psychopathy is not an all
or none characteristic. Rather, psychopathy is
a trait that exists along a continuum of severity and a spectrum of psychopathology. More
on this shortly.
A useful psychodynamic definition of
psychopathy was provided by forensic
psychologist J. Reid Meloy, PhD, in his
classic book The Psychopathic Mind:
“Psychopathy is a deviant developmental
disturbance characterized by an inordinate amount of instinctual aggression and
the absence of an object relational capacity to bond.” 6

Exploring the Gold Standard of
Diagnosis

Psychopathy is not defined in the DSM-5,
although the category of antisocial personality
disorder (APD) has substantial overlap with psychopathy. The diagnosis of APD requires evidence of conduct disorder prior to age 15 years,
and the individual must be at least 18 years of age
at the time of diagnosis. The gold standard for the
diagnosis of psychopathy is the Psychopathy
Checklist-Revised (PCL-R), originally developed
by Hare.7 The PCL-R consists of 20 items and is
completed on the basis of a semistructured 90- to
120-minute interview. Scoring yields evidence of
high, medium, and low levels of psychopathy.
The 20 traits are shown in the Table.7
So far as I am aware, no school shooters in
recent US history have been evaluated in a semistructured interview using the PCL-R. Many school

shooters take their own lives before they can be
seen by a mental health professional (ie, in a homicide-suicide). Hence, retrospectively labeling
school shooters as psychopaths is not supported by
the gold standard of objective clinical evidence. Of
course, absence of evidence is not evidence of absence. It is certainly possible that a subset of school
shooters would indeed score highly on the PCL-R
or other measures of psychopathy.

Alternative Ways of Assessing
Psychopathy

One trait often associated with psychopathy but
not formally assessed by the PCL-R is cruelty
to animals. In this regard, Arluke and Madfis
studied 23 school shooters from 1988 to 2012
and found reports of prior animal cruelty in
the histories of 10 of 23 of these shooters
(43%)—a rate almost as high as that in the
backgrounds of serial killers. They note, for example, that Columbine killers Eric Harris and
Dylan Klebold boasted about mutilating animals
for fun.8
But it is far from clear how specific or predictively useful this finding is, given that, in one
study, 28% of 260 undergraduates admitted to
having abused animals when they were children. As Arluke commented, “If we flag every
incident of animal abuse, our mental health and
justice systems would be overwhelmed with tens
of thousands of cases to review.”8
Moreover, in a study of 10 “rampage school
shooters,” investigator Peter Langman, PhD,
found that the shooters fell into 3 main types or
categories: traumatized, psychotic, and psychopathic. Langman described the psychopathic type
as characterized by “a lack of empathy; a sense of
superiority and contempt for others; skill in impression management; pleasure in deceiving others; and sadistic delight in inflicting pain on humans and/or animals.” Of the 10 shooters studied,
3 were traumatized, 5 were psychotic, and only 2
were psychopathic. This study, of course, involved
a very small N and extended only from 1997 to
2007; generalizing from the data is therefore
risky. Nevertheless, Langman commented,
“Though it might seem logical to think that mass
murderers are psychopaths, most of the school
shooters in this study were not psychopathic.”9

Toward a General Understanding
of Young School Shooters

Because the Uvalde gunman was killed by US border patrol agents, we will never have a clinically
based psychological profile of this individual—the
kind of thorough psychiatric evaluation that could
clarify the shooter’s personality structure or psychodynamics. Absent a professionally conducted
psychological autopsy, any claims regarding the
shooter’s psychopathology amount to speculation
and an unwarranted rush to judgment.10

Table. Items on Psychopathy
Checklist-Revised (PCL-R)7
 Glibness/superficial charm
 Grandiose sense of self-worth
 Need for stimulation/proneness to boredom
 Pathological lying
 Conning/manipulative
 Lack of remorse or guilt
 Shallow affect
 Callous/lack of empathy
 Parasitic lifestyle
 Poor behavioral control
 Promiscuous sexual behavior
 Early behavior problems
 Lack of realistic, long-term goals
 Impulsivity
 Irresponsibility
 Failure to accept responsibility for own actions
 Many short-term marital relationships
 Juvenile delinquency
 Revocation of conditional release
 Criminal versatility

That said, we can state some general, tentative
conclusions about school shooters. It is important
to note that I am focusing narrowly on school
shooters—most of whom are under 18 years of
age—and not on mass shooters in general, which
represent a heterogeneous group sometimes motivated by racial, religious, or political animus, often inflamed by extremist propaganda.11
Two investigators who have studied school
shooters extensively—James Densley, PhD, and
Jillian Peterson, PhD—paint this picture of the
typical school shooter: “Inspired by past school
shooters, some perpetrators are seeking fame
and notoriety. However, most school shooters are
motivated by a generalized anger. Their path to
violence involves self-hate and despair turned
outward at the world, and our research finds
they often communicate their intent to do harm in
advance as a final, desperate cry for help. The key
to stopping these tragedies is for society to be
alert to these warning signs and act on them
immediately.”12
Note that generalized anger, self-hatred, and
despair are not key features of psychopathy,
based on the PCL-R item list. At least in that respect, the evidence for psychopathy as a key
characteristic of most school shooters appears
weak. But there is a caveat here: In recent years,
investigators have identified a group of youth
with traits that look like precursors to psychopathy—youths who display anger, hostility, and
emotional volatility after experiencing serious
traumas. That condition is sometimes called “secondary psychopathy,” and this pattern may over-
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lap to some degree with the Densley-Peterson
profile previously described. Psychologist Abigail Marsh, PhD, describes this “secondary psychopathy” group: “The idea is that they were not
born at particularly high risk for psychopathy…
but that truly terrible life experiences caused their
development to go awry. You tend not to see the
fearless temperament in those kids but rather a lot
of emotional dysregulation and anxiety.”13
Indeed, it appears that many school shooters
have experienced childhood traumas such as
physical or emotional abuse. Many grew up in
unstable families with violent, absent, or alcoholic parents or siblings. Many have been bullied
or harassed at school, and most have experienced
significant losses.14

Can Neurology Help Identify
Psychopathy?

Recently, a more neurologically based understanding of psychopathy has been developed by
Nathaniel E. Anderson, PhD, and Kent A. Kiehl,
PhD. They argue: “Psychopathy is a neuropsychiatric disorder marked by deficient emotional responses, lack of empathy, and poor behavioral
controls, commonly resulting in persistent antisocial deviance and criminal behavior. Accumulating research suggests that psychopathy follows a
developmental trajectory with strong genetic influences, and which precipitates deleterious effects on widespread functional networks, particularly within paralimbic regions of the brain.”15
Specifically, Anderson and Kiehl cite data linking psychopathy with abnormalities in the
ventral-medial areas of the prefrontal cortex,
including the orbitofrontal cortex, as well as in
limbic structures such as the amygdala and
hippocampus, and surrounding paralimbic regions. Not surprisingly, studies examining these
brain regions have not been performed in school
shooters, who comprise a minuscule proportion
of gun violence perpetrators in the United States.
At this stage, there is no clear evidence that
most school shooters fit the developmental trajectory or neurological profile posited by Anderson
and Kiehl, although some might. We simply do
not have the kind of comprehensive neuropsychiatric assessments available to determine this.

TEX VECTOR@STOCK.ADOBE.COM

Why a Psychopath?

Why were some prominent public figures so
quick to label the Uvalde shooter a “heartless
psychopath”? The answer seems obvious: They
were reacting as shocked human beings to a heinous crime, using a term that expressed their revulsion. Well, yes. But I think there is more to it
than that. I believe that the use of this chilling label—psychopath—serves at least 2 defensive
functions for the general public: (1) It essentially removes any societal responsibility (eg,
in the area of firearms regulation) for the horrific act of the shooter (“There’s really nothing
you can do to stop a determined, cold-blooded
killer”); and (2) it allows the general public to
distance itself from the psychology of the
shooter, who is written off as a kind of sick,

twisted monster—the feared and despised
“Other” who is, of course, “nothing at all like
us.” With these 2 defense mechanisms in place,
people can shrug and accept school shootings as
simply unavoidable facts of life—the result of
“evil in the world”—and then do little or nothing
to prevent them.

What Can Be Done to Reduce
School Shootings?

To be sure, we will never have the means to prevent all school shootings, but we can take steps to
reduce their likelihood and lethality. Most perpetrators of K-12 shootings are male and under the
age of 18 years who commit their crimes using
unsecured handguns, not “assault rifles.” Indeed,
according to Robin M. Kowalski, PhD, handguns
were used in more than 91% of K-12 shootings,
and almost half of shooters stole the gun from a
family member.16 In addition to taking legislative
steps to prevent these guns from falling into the
hands of seriously disturbed adolescents, we can
follow the advice of Densley and Peterson and be
alert to the warning signs of impending gun violence and take immediate preventive action.12
A foundational study of active shooters by
the FBI found that the majority of perpetrators demonstrated at least 4 to 5 concerning
behaviors that were observable to others, such
as problematic interpersonal interactions or
communicating their violent intent (leakage)
through verbal or physical behavior.17 Through
collaboration between the public and responsible
authorities, some planned shootings can be
averted. Indeed, data from one study of thwarted
mass homicide plots found that the friends, family members, and acquaintances of threateners all
played an important role in discovering and
thwarting homicidal plots.18
Finally, when a school shooting occurs, we
can recognize and resist the tendency to demonize the “Other.” Rather than immediately writing
off school shooters as heartless psychopaths, we
can view them as damaged and despairing young
individuals who urgently need our proactive help
and intervention.
Dr Pies is professor emeritus of psychiatry and a
lecturer on bioethics and humanities at SUNY
Upstate Medical University in Syracuse, New York;
a clinical professor of psychiatry at Tufts University
School of Medicine in Boston, Massachusetts; and
editor in chief emeritus of Psychiatric Times™
(2007-2010). He is the author of several books. A
collection of his works can be found on Amazon.
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What Are Clinicians Missing About Catatonia?
Continued from Cover

features of catatonia. The module consisted of atry resident participants also outperformed psystandardized patient videos that participants were chiatrists at study baseline.
asked to score using the 23-item
Based on favorable responses
BFCRS and multiple-choice
to this project and participant
questions on individual BFCRS
feedback, we subsequently creTable.
items. A total of 482 medical
ated a set of 23 point-of-care vidPotential Medical
students, psychiatry trainees,
eos on how to score each BFCRS
Complications of
and psychiatrists from more
item. With these videos, we illusPersistent or
2
than 150 medical institutions
trate some of the diversity of
Severe Catatonia
around the world participated in
how each BFCRS item can
• Aspiration
our study.7 Overall, participants
present. For example, grimacing
pneumonia
answered correctly 69% of the
can involve a variety of facial
• Contractures
BFCRS items when scoring
movements; mannerism pertains
standardized patient videos and
to patterns of speech or body
• Rhabdomyolysis
55% of multiple-choice items.
movements; and negativism can
• Dehydration
After adjusting for demographmanifest as physical resistance
• Malnutrition
ics using multivariable regresto examination or as relational
sion, we found that, compared
opposition. These videos also
• Deconditioning
with medical students, psychiaoffer guidance on scoring item
• Pressure ulcers
trists correctly identified only 2
severity. Finally, to enhance
more items on the BFCRS when
clinical utility, we have created a
• Thromboembolic
scoring standardized videos.
hyperlinked version of the BFCRS
disease
We also were curious to
that links users to these point-of• Autonomic
know whether a video-based
care videos and to the corredysregulation
online educational module
sponding pages on the BFCRS
could improve the accuracy of
Training Manual and Coding
catatonia recognition. After takGuide.
ing the assessments above, participants were inNow that this project is complete, we have
vited to take a 1-hour educational course on cata- made this suite of catatonia educational materials
tonia that reviewed each item on the BFCRS as freely available online at https://bfcrs.urmc.edu.9
illustrated through a series of narrated standard- Our goal in creating these resources is to equip cliized patient exams and onscreen explanations. Par- nicians to identify catatonia both accurately and
ticipants’ knowledge was reassessed directly after reliably. Catatonia involves a variety of motoric and
completing the module and 3 months later. We behavioral findings, so education to improve its idenfound substantial improvements in catatonia recog- tification should prioritize audiovisual depictions of
nition on follow-up assessments across all stages of its features. We hope that these video-based
training.8 Across the sample, postmodule scoring resources will serve this role.
of standardized patient videos improved from 69%
These videos also reinforce comments in the
to 87% correct responses, with limited attrition in ICD-11, clarifying that several of catatonia’s diagperformance to 81% correct responses at 3 months. nostic features require physical examination (ie,
After completing this module, medical students catalepsy, waxy flexibility, and rigidity).10 We inoutperformed psychiatrists who had not yet taken vite psychiatric clerkships and residency programs
the educational module, and, at 3 months, psychi- to incorporate these materials into their curricula,

Stand-up Comedy and Stress Relief

In this episode of After HoursTM, Russell Kennedy, MD, a physician specializing in
the treatment of anxiety and author of Anxiety Rx: A New Prescription for Anxiety
Relief From the Doctor Who Created It, discusses how stand-up comedy helps
him relieve stress and avoid burnout.

medicalworldnews.com/view/after-hours-music-comedy-and-releasing-stress

investigators to use these resources to ensure standardized definitions across studies, and practicing
psychiatrists to learn more about this compelling
clinical condition.
Dr Oldham is an assistant professor of psychiatry
at the University of Rochester Medical Center, New
York. Dr Wortzel is chief resident in psychiatry at
the University of Rochester Medical Center, New
York. The authors are indebted to Andrew Francis,
MD, PhD, for his collaboration on this project and
to Hochang B. Lee, MD, for supporting this work.
The project described in this article was supported by
the Department of Psychiatry at the University of
Rochester Medical Center, including internal funds and
statistical analysis by the Quantitative Methods Core.
The authors declare no relevant conflicts of interest. Dr
Oldham is supported by a K23 award through the
National Institute on Aging (AG072383).
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Physician, Heal Thyself:
An Introduction

H. Steven Moffic, MD

D

o you happen to recall the preamble to our principles of medical ethics? It not
only emphasizes that “a physician must recognize responsibility to patients
first and foremost,” but also to society, to colleagues, and to self.1 This makes

it clear that we have an ethical responsibility for our own mental well-being, both individually and collectively.
Some risks to our mental well-being are personal vulnerabilities in terms of mental
disorders. One of them is substance abuse, in part because we have easier access to substances, whether through institutional availability or via prescription. So we are indebted
to Peter Grinspoon, MD, for the Special Report piece, “Understanding and Addressing

ALSO IN THIS

SPECIAL REPORT
Special Report Chairperson
H. Steven Moffic, MD
and
10 Understanding
Addressing Physician
Substance Use and
Misuse
Peter Grinspoon, MD

Physician Substance Use and Misuse.”
The preamble does not actually say anything directly about the importance of our
relationships to our mental well-being, but in our second Special Report piece—
“Work-Life Balance: What Is It, and How Do We Attain it?”—Aparna Iyer,
MD, does recognize its importance. Moreover, this article rightfully concludes that such a balance is not enough—our clinical systems and
medical culture must also change and improve.
To best take care of our patients, we need the right kind of systems,
colleagues who care for one another, and our own good-enough mental
health and skills to focus on the needs of our patients. Fortunately, part 1 of

JOZEFMICIC@STOCK.ADOBE.COM

this Special Report provides some pathways to that ideal.
Dr Moffic is an award-winning psychiatrist who has specialized in the cultural and ethical aspects of psychiatry. A prolific writer and speaker, he received the one-time designation of Hero of Public Psychiatry from the Assembly of the American Psychiatric
Association in 2002. To create a better world, he is an advocate for treating mental
health issues related to climate instability, burnout, Islamophobia, and anti-Semitism. He
serves on the Editorial Board of Psychiatric Times™.
REFERENCE
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octors and health care professionls are having a difficult time right now. Even before the
COVID-19 pandemic, our rates of burnout
were steadily rising to the point that half of physicians have at least 1 symptom of burnout. We have
one of the highest suicide rates of any profession,
with female physicians being particularly vulnerable. A quarter to one-third of our students and
trainees are reported to be suffering from clinical
depression. The pandemic has exacerbated all the
stressors that are fueling these tragic statistics.
A related issue that is not discussed nearly as
thoroughly or as openly as it should be is that of
physicians and addiction. Physicians become
addicted to drugs or alcohol at least as commonly as
the general population does. It is thought that 10%
to 14% of physicians suffer from addiction to drugs
or alcohol during their careers.1 I suspect that the
rates are higher, as our current system of addressing
this problem is punitive and dehumanizing. It incentivizes physicians hiding their addiction and avoiding unwanted attention that comes from seeking
help. Most individuals will not ask for
help if they receive punishment and
judgment as a result. After 2 years of a
pandemic during which physicians
and nurses absorbed the brunt of the
stress, with rates of all types of
addiction in other populations skyrocketing across the country, it is
difficult to imagine that this problem of physicians and addiction

has not become even more prevalent.
Personally, I am 14 years into recovery from a
severe and, toward the end, all-consuming addiction to prescription opioids. During my addiction,
and my halting steps toward recovery, I learned
about the challenges and obstacles that face physicians who struggle with substance use disorders.
As is my modus operandi, I learned about these
things the hard way: I had the state police and the
US Drug Enforcement Administration (DEA) in
my office; received 3 felony drug charges leading
to several years probation; stayed in an out-of-state
rehabilitation facility for 3 months; lost my medical license for 3 years; and had to donate about
20 gallons worth of urine for drug testing over a
period of 5 years.
Once it was deemed I was in stable recovery, I
was invited to become an associate director of our
state’s physician health program (PHP). In this role,
I sat at the exact same table I did 10 years previously, now on the other side of where I had been
sitting during my early addiction when I began getting in trouble and realized I needed help. Now I
was being offered the privilege of helping other
physicians. Having participated in this issue from
both sides, I have insight into how physicians
become addicted, how they are treated, what they
go through, and how they try to heal.
I also understand how stressful it is when someone realizes that a colleague is impaired and the
agonizing decisions that can come with this realization. Finally, I feel as if I have some insight into
the problems that predispose us toward these dangerous addictions.

Who Is Afflicted?

Are all types of physicians afflicted to the
same extent? According to a 2014 article from the
Journal of Dual Diagnosis2:
“Emergency medicine physicians, psychiatrists,
and anesthesiologists are at higher
risk for developing a substance use
disorder compared with other
doctors, perhaps because of their
knowledge of and access to certain
legal drugs.”
Other research suggests that

anesthesiology residents have a high risk of developing substance use disorders—often to injectable
fentanyl—as well as a higher risk of subsequent
relapse during their professional career.3 When I
was an associate director at the PHP, debates often
took place on whether it was safe to let anesthesiologists who were addicted to injectable opioids
return to work, as both relapse and death were not
uncommon outcomes.
Findings from some older studies may be
enlightening. For example, according to research
from 1992 and 2011 based on data from an anonymous survey of 5426 doctors, some medical specialties were associated with higher use of certain
substances than others. Anesthesiologists used
more opiates, emergency medicine physicians
used more illicit drugs, and psychiatrists used
more benzodiazepines; surgeons and pediatricians
had comparatively low rates of drug use, with the
exception of tobacco.4,5 And, according to data
from a 1991 study, psychiatrists seem to be at
higher risk of self-prescribing sleeping pills and/or
tranquilizers than their peers.6
However, it is important to note that addiction
can affect any physician regardless of specialty,
gender, race, or life circumstances.

What Predisposes Doctors to
Addiction?

In addition to the usual conditions that predispose
individuals to addiction—family history, trauma
history, undertreated anxiety and depression, poor
distress tolerance—physicians have extra stressors
that greatly enhance our risk. No one would argue
that we have little anxiety in our professional lives.
When you think about it, we have the same stressors
as everyone (eg, depression, divorces, caring for
older family members, illnesses, financial problems, troubles with our children), plus we have the
added stress of trying to be good doctors in a profoundly broken system. Many of us face moral
injury daily as we try to do what is right for our
patients in the face of hospital and insurance policies that undermine us. We click on the electronic
medical records (EMRs) late into the evening, trying to catch up, after our children fall asleep. This
is not healthy or sustainable.
We also have knowledge about and access to
easily abusable prescription opioids and sedatives.
The mixture of additive stress and open access to
medications is a perfect storm for addiction (which
is why I called my memoir Free Refills). It starts
slowly, and before you know it, you are withdrawing, afraid to get help, and feeling trapped. To ask
for help is to risk bringing the medical board crashing down on your head. Who would do this voluntarily? The culture of medicine dictates we are
supposed to be strong and independent and are
viewed as (and feel) weak or substandard if we ask
for help further worsens this situation.
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not go back to practicing medicine.” It worked. The
success also has to do with the resources doctors
have to throw at their problems and the long-term,
coherent follow-up. According to 1 study, “Over the
course of 5 years of care, 78% never had a single
positive drug or alcohol test result and 72% were
able to return to practice.”7
Not all doctors make it. Two of my
colleagues overdosed and died lonely
deaths, locked in bathrooms—both were
anesthesiologists, as it happens. I know
several other physicians who are homeless and many who have never made it
back to clinical work.
For the sake of fairness and completeness, it is important to mention that PHPs
have recently been criticized for having
too much power over physicians and for
having little to no independent oversight. Physicians
cannot appeal the PHP’s decisions. If and when the
PHPs make mistakes, such as sending a thriving
medical cannabis patient to rehab for “cannabis use
disorder,” there is no recourse. You simply do what
they say even if you think you are not addicted to
cannabis or alcohol or are not suffering from whatever it is they have labeled you with—or you do not
get your medical license back. This clearly needs to
improve with openness and transparency.

“Doctors are great at hiding their addictions,
especially from themselves...
However, there are signs that something is
wrong—be it addiction, depression,
psychosis, or some other problem.”

What Do You Do if You Suspect
Addiction in a Colleague?

According to the letter of the law, we are mandated
reporters—we must report a colleague who is impaired to the medical board of our state, or to the
PHP, which is the legal equivalent in terms of discharging our mandated reporter duties. Many
PHPs have “diversionary” programs in which, if
there are no criminal charges or allegations of patient harm, physicians can get treatment without
the board necessarily finding out about it. (In reality, however, the board often does find out because,
if anything goes wrong—if there is even a paperwork problem—physicians can be reported to the
board. This obviously defeats the purpose of the
“diversionary” program.)
There are other pathways. I truly believe it is in
the spirit of the law to confront a colleague, with
empathy, and to tell them, “I suspect you are impaired, and if you do not get help, I will have to
report you. Let’s work on getting you help.” This
can be done with your supervisor, to give it more
weight, if your colleague denies there is a problem.
If your colleague truly will not get help, you may
be forced to take the nuclear option, which is then
to actually report them. However, this is often not
my first step unless they pose an imminent danger
to patients or to themselves.

What Are the Consequences of
Addiction in Physicians?

Addictions tend to get worse, especially in highstress professions. As they say in recovery lore, addictions usually end in “jails, institutions, or death.”
I can tell you from vast experience that this is largely
true for physicians who do not acknowledge that
they have a problem and accept help. Addicted physicians can also harm patients—something that is

What I tell medical students and doctors is this:
You will get help for your addiction. It is merely a
question of whether you get help on your own
terms (ie, put yourself in a program that you
choose, consult with an addiction psychiatrist, or
report yourself to a PHP; you get a lot of “points”
for self-reporting, although you are in their
clutches once you do so)—or on someone else’s
terms, as I did. These terms tend to be much more
destructive, harsh, and painful, such as my experience of having the state police and the DEA visit
my office and having the medical board shoot first
and ask questions later.
If you are struggling, the best thing you can do is
find a trusted colleague or manager, confide in them,
ask for help, and arrange to get the help you need.

How Are Addicted Physicians
Treated?

PHPs generally monitor and oversee treatment,
and the treatment preferences are evolving. It used
to be that everyone was sent to rehab for 90 days,
in addition to a longitudinal program of support
group meetings, drug testing, therapy, and work
with an addiction psychiatrist. Doctors are “monitored” for 3 to 5 years and are eventually let back
to work if the medical board feels they are in stable
recovery and pose no threat to patient care.
These days, there is less emphasis on rehab and
more focus on intensive outpatient programs, in
which one can receive plenty of group therapy,
counseling, and care from specialists. Good riddance to rehab is what I say: I spend about 50
pages in Free Refills discussing how unscientific,
expensive, religiously oriented, and generally useless I found rehab. We mostly repeated slogans
from the “Big Book” of Alcoholics Anonymous,
written in 1937, all day long. I do not know of any
independently verified evidence that rehab, per se,
actually helps individuals with their addictions. We
can do much better for our addicted physicians.
Physicians who work with their PHPs and successfully compete their contracts generally have a
good outcome, with 70% to 80% of doctors achieving stable recovery and being able to go back to
work.5 Part of this is due to the leverage that is used
against doctors like a blunt instrument. I was essentially told, “If you keep flunking drug tests, you will

What About Suboxone?

In a 2019 article called “Practicing What We
Preach—Ending Physician Health Program Bans
on Opioid-Agonist Therapy,”8 several colleagues of
mine called out the cruelty and hypocrisy of PHPs
denying doctors access to buprenorphine (Suboxone). When used for opioid use disorder, buprenorphine leads to a 50% reduction in overdosages and
deaths. The rationale for denying doctors buprenorphine was that they would be “impaired” if they
took it—but there is no good evidence for this
claim. One might reasonably point out that, as doctors are allowed to use alcohol, Ambien or benzodiazepines, sedating antihistamines, gabapentinoids,
and muscle relaxants, why not buprenorphine? This
merely represented an internalization of society’s
stigma against addiction, and it has been jeopardizing the lives of physicians. “Sunlight is the best
disinfectant,” and, as such, this policy has since purportedly been modified (it is difficult to monitor
because of confidentiality).

How Can We Prevent Addiction in
Physicians?

Physicians who become addicted represent a profession-wide call for help. What can we do to
lessen or prevent this problem? How can we best
care for our caregivers?
To start, doctors have to be recognized as individuals who struggle with the same challenges and
problems as everyone else does. We need all the
institutions that we deal with to take this into account. For example, the medical boards snoop for
mental illness and often include in their renewal
forms questions such as, “Have you taken a leave
of absence in the last several years?” If a doctor can
practice safely, this is none of the board’s business.
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Unfortunately, sometimes you cannot and may not
recognize it. Do not blame yourself. Doctors are
great at hiding their addictions, especially from
themselves. Usually there is no “smoking gun,” ie,
someone smelling of alcohol, slurring
words, nodding off, or getting caught
injecting in a bathroom, or swigging
on a flask between patients. However,
there are signs that something is
wrong, be it addiction, depression,
psychosis, or some other problem.
One might notice a relatively
rapid decrease in a colleague’s competence at work, newfound tardiness,
irritability, and/or deteriorating personal hygiene. A once-affable colleague might be isolating themselves, pushing others away, being quarrelsome, and keeping odd hours
in the hospital. When I was addicted, I would return
to my office to snort oxycodone by myself. In retrospect, it was lonely and miserable, but I could not
stop. Anyone who saw me in the office would have
assumed I was just working late—but why would a
primary care physician with small children be in his
office at 11 at night?

exceedingly difficult to come to terms with for the
rest of your life (and which can result in a devastating lawsuit). They can get into criminal difficulty,
usually via illegal diversion of medications. We
have all heard horror stories about this happening,
such as when doctors or nurses steal fentanyl.
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Next, the entire ecosystem of physician health has
to become more supportive and nurturing and less
punitive. Doctors need to be empowered to ask for
help and have reasonable assurances that, by doing
so, they (1) will get good help and (2) will not damage
their careers beyond repair. A physician who is getting help and is being carefully monitored by their
PHP is perfectly safe for patient care. What is not safe
is when people are afraid to get help for common, yet
deadly, problems.
Finally, we need to address the mental health challenges of our entire profession. If medical students
and residents need time for therapy appointments, of
course we need to grant this. If individuals need time
off to deal with crises, this must be granted. We need
to encourage individuals to ask for help—no more
“Physician, heal thyself.”
We need to acknowledge the pressure that we are all
under and find ways to alleviate it, such as unchaining
us from the EMRs. We need to push back against the
crumbling social contract in which we give more and
more of ourselves, and society gives us less and less in
return every year. Increasingly, doctors are commodified and flat-out exploited; many are leaving the profession and it is taking a devastating toll on those of us
who decide to stay.
We need to support our brothers and sisters in
medicine, especially when they are faltering. There is
no reason for us to buy into the stigma or judgment—
we know better. We need to lift each other up, treat
each other with compassion, and work together so
that, once again, our profession will be a healthy,
safe, and sane place in which doctors can flourish.
Dr Grinspoon is a primary care physician, educator,
and cannabis specialist at Massachusetts General
Hospital in Boston; an instructor at Harvard Medical
School in Boston, Massachusetts; and a certified
health and wellness coach. He is the author of the
forthcoming book, Seeing Through the Smoke:
Cannabis: Finding Truth Among Tangled Beliefs, as
well as the groundbreaking memoir Free Refills: A
Doctor Confronts His Addiction. He is a board member of the advocacy group Doctors for Cannabis
Regulation. He is also a TedX speaker and commonly lectures on the topics of cannabis, psychedelics, addiction, opioids, and physician health.
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Work-Life
Balance
What Is It and How
Do We Attain It?
» Aparna Iyer, MD

A

lthough much attention has been paid
to the idea of work-life balance, many
of us were never taught or formally
trained as to what that constitutes, how to
achieve it, or how to maintain it. Moreover,
prioritizing any sort of balance in our current medical culture often feels antithetical
to the dedication to medicine that is expected of us.
We are often of the mind-set that dedication to our profession requires extraordinary
sacrifices—to our health, time with children
and family, and anything else outside of
work. Yet overworking—especially in invalidating, exhausting, or even downright toxic
environments—without the ability to refuel
by tapping into enriching or meaningful personal areas of life is a fast track to burnout.
And so many of us do this exact thing, tirelessly.
In addition, most of us do not have the
ability to clock in and out and leave work
completely behind. In fact, many colleagues
report they bring work home, often finding

Figure. The Path to
Work-Life Balance

themselves charting late into the night. Or
they bring psychologically jarring elements
of work (ie, difficult interactions or traumatic events) into their home lives without
the ability to decompress or uncouple from
those experiences. So how, then, do we
achieve this elusive work-life balance?
Perhaps the initial step is to determine
the components that require balance, including the nuances unique to psychiatric practices that make that achievement even more
challenging (Figure). The second step
might be to acknowledge that burnout can
start quietly, creeping into our mental health,
patient care, and relationships, and surreptitiously affecting us without our notice until
we reach a crisis point. The reality is that
achieving work-life balance must be emphasized and encouraged early—with our trainees, our colleagues, and ourselves.

Redefining Work-Life Balance

A work-life balance refers to a sustainable
and effective distribution of self between
one’s work and life obligations, suggesting
a clear separation between “work” and “life”

Nurture relationships,
including with ourselves

Develop outside worth

Create a sense of agency in all
areas of life and take breaks

Acknowledge that
and can creep

burnout happens
quietly into our lives

Determine the components that
require balance

Seek outside
professional help,
as needed
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No One-Size-Fits-All Approach
Exists

Each individual’s life elements, stressors, needs,
health conditions, and so on are unique, so the approach to creating a sense of balance must also be
individualized, and fluidity and recurring reassessments are needed. As work life (eg, changing
workloads, switching electronic health record systems, staff turnover, etc) and personal life (eg, loss
of a family member, birth of a child, a geographical move, etc) evolve, and as we face a constant
flux of changing priorities as we age and grow, previous equilibriums and coping systems can be
thrown off track. Indeed, when I ask physician-patients what is important to them in work and in life,
they often note that what had mattered so greatly
at one time matters far less now.
Unfortunately, no proven formulaic approach
exists for work-life balance. We cannot easily
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quantify this balance. When working 50 active
hours per week, it is not feasible to balance this by
dedicating an equal 50 active hours to another priority, such as spending time with a partner. Instead,
a more attainable goal involves emphasizing quality versus quantity; focus on creating a sense of
connection, fulfillment, and meaning in the nonwork areas of life.

beings. In fact, if we were advocating for a patient,
we would likely prescribe a decreased workload so
the patient could live healthfully and well. We
would do the same for family and friends. Thus,
we should not hesitate to set ourselves healthy
boundaries, including reassessing what is doable
within an acceptable time frame to protect our
health reserves (Table 1).

Reconsider the Need to Be a
Relentless Worker

Physicians, Families, and Balance

Most physicians (approximately 80%) are married
I am in awe of the extraordinary diligence and re- and the majority also have children.8 Although our
lentless work ethic of my physician-patients, who divorce rates may be lower than those of our nonfrequently push themselves beyond their limits. physician professional peers, this is not necessarWhen asked why, many note they do not “know ily indicative of how fulfilled we are in our marany other way to be.” After all, more is better, or so riages and family lives.9 Data are mixed regarding
we are taught. A relentless, unsustainable work marital satisfaction for physicians; in my practice,
ethic is considered the gold standard by which we when discussing lack of balance, physician-patients often first and foremost cite their familial
measure our abilities and success.
struggles.
There is a uniquely AmeriThe complexities of family
can concept that someone who
Table 1. Tips for
life can be challenging, espetakes breaks is less dedicated to
Setting Healthy
cially during seasons of intermittheir profession. In fact, the avBoundaries
tent sleeplessness and high leverage American worker works
els of stress, and emotionally
among the longest daily hours
• LEARN TO SAY NO. This
and physically taxing periods of
compared with their non-Amermight be to extra calls
or adding an
raising children and caring for
ican peers. Even with paid vaadditional patient
aging parents.
cation time, Americans only
Although children can add to
take about 54% of their allotted
• TAKE TIME OFF. Don’t
a
sense
of fulfillment, physicians
time per year.2 This notion exjust plan those days
and then forgo them
tends to microbreaks; 39% of
disproportionately struggle with
respondents rarely or never
infertility, pregnancy complica• CONSIDER REDUCING
take breaks (including lunch)
tions, and pregnancy loss when
WORK HOURS.
and 22% feel guilty when they
compared with their nonphysi• REACH OUT FOR EXTRA
step away for a lunch break.3
cian peers. 10 Aforementioned
SUPPORT. This may be
Overworking, it seems, is a rowork stressors as well as delayed
through career
manticized American ideal that
family planning due to long
guidance, supervision/
reaps few rewards and comes at
years of training may contribute
mentorship, or
an exceedingly high cost to us
to reproductive challenges. It is
administrative support
and scribes when/as
and our communities.
therefore important to educate
needed.
These work habits are even
ourselves and colleagues about
more pronounced in physician
these statistics.11 In my practice,
we incorporate this information
work culture. A 2018 study
showed that most physicians work an average of into planning for the future, and I often recom51.4 hours per week; the American Psychiatric As- mend to physicians that they consult with our obsociation reported that the average psychiatrist stetrician-gynecologist and reproductive endocriworks 48 hours per week.4,5 Moreover, physicians nologist colleagues to learn about options if or
are more likely to work through the very health when they are ready to take that next reproductive
ailments for which they would suggest medical step.
leave for their patients.6 In addition to the charting
Many of us lean heavily on our supports, inand work tasks that easily bleed into our personal cluding our partners, to cope with career stressors,
time, the emotional weight of our work can carry but partnership and marriage presents their own
into our non–work lives: As psychiatrists, we wit- challenges. After the demands of work, attending
ness some of the most painful and traumatic expe- to our partners’ emotional and physical intimate
riences of humanity without the necessary down- needs can prove difficult. As such, many physitime to decompress or process before moving on cians express to me a feeling of isolation and loneto the next patient in what has become a vol- liness within their marriages, thus resulting in feelume-heavy and productivity-based medical cul- ing distanced from a spouse.
ture. It is thus no wonder that up to 50% of psychiMany of my physician-patients have found benatrists are experiencing burnout.7
efit from deliberately setting aside time for conIronically, we know that working beyond emo- nection and presence with their partners and famitional and physical limits is a violation of the lies. We also must give ourselves permission to
healthy boundaries we set for ourselves as human turn to a couple’s counselor when needed. Finally,
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with minimal spillover of one into the other. It refers to the ability to effectively attend to one’s
work responsibilities and one’s personal responsibilities, with adequate reserves to balance it all.
But consider this: More than 40% of psychiatrists
believe their careers in medicine are “a calling.”
Thus, we tend to have a deep connection to our
work.1 This may be both a blessing and a curse:
Data suggest this viewpoint may play a protective
role in our resilience. However, it may also be difficult to separate work from our other senses of
self. When faced with the age-old question, “Do
you live to work or do you work to live?” it seems
many of us would reply affirmatively to both options.
The idea of creating and maintaining balance
has always been difficult and even more so during
the COVID-19 pandemic. The drawing of a line
between work and home life became impossible as
we were suddenly thrust into telepsychiatry mode,
without any clear ways to apply our office-based
approaches and boundaries. On top of that was the
need to simultaneously manage distance learning
for our children, negotiate infection control, deal
with pandemic fears, and so on.
The corporate world has pushed to reconceptualize this as work-life integration rather than balance. The word integration lessens the need to
separate oneself into disparate parts to address
various areas of life. In addition, the emphasis of
integration over balance suggests that you are a
whole person, with an identity and sense of wellness spanning, affecting, and being affected by all
areas of work and non–work life. Because our profession necessitates maintaining clear boundaries
for therapeutic and safety reasons, this integrative
concept may best be applied in terms of how it affects our self-concept, by easing our need to find a
way to split our identity. It also allows us the space
to then prioritize ourselves and our health in all
areas, knowing that when we are not feeling well
in our personal lives, this greatly impacts our work
life and vice versa.
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The reality is that achieving work-life balance must be emphasized and encouraged
early—with our trainees, our colleagues, and ourselves.
Balance Does Not Cure
Systemic Burnout

Balance alone is not the answer. The current medical system is designed to incentivize overworking, and it tasks physicians to self-assess their
well-being needs, which is a recipe for burnout.
Balance Through Building Oneself
To address the root causes of burnout, which are
Outside of Work
buried within the medical system and culture, sysA common issue among my physician-patients (in- temic changes are necessary. Unfortunately, crecluding psychiatrists) post retireating a healthier, more sustainment is the feeling of grief and the
able medical culture will take
sense that they are losing a large
time to implement. Until then, it
Table 2. Physician
part of their identity. To make
is important that we stop blaming
Personality Traits
matters worse, this often occurs as
the victim.
• Meticulous
grown children begin to leave the
Concluding Thoughts
nest, and their parental identity is
• Creative
Burnout may seem like an isolatchanging. Who are we if we are
• Diligent
ing experience, but no single phynot practicing or actively tending
•

C
omfortable
with
a
sician is to blame for their situato children? Did we allow oursense of delayed
tion. Instead, we must find ways
selves a chance to nurture other
gratification
to find some balance. Highly indiaspects of our identity?
vidualized and heterogenous
It is not unusual for highly
• Anxious (at times)
paths can help establish balance
driven professionals—including
• Inquisitive
and create a path for recovery. A
psychiatrists—to define them• Self-sacrificing
sense of self outside of work and
selves unilaterally by their profesdedication to oneself and one’s
sional identities. With such a huge
nonwork priorities are essential.
investment (both in terms of
time—one-third of our lives—and money), it is no Similarly, we must pay attention to mental and
wonder we identify so strongly with our work. Es- medical health. Finally, finding a sense of
pecially as the practice of medicine changes and as agency in all areas of our lives can help us
rates of burnout skyrocket, it may be time to focus to start our own healing journeys and
on embracing the other elements of ourselves and keep ourselves balanced.
building a more complex sense of self. Our worth
spans far beyond perfectionism and high volume Dr Iyer works in a private practice
and patient satisfaction scores. Recognizing this is in Frisco, Texas. She has a special
interest in working with women
an imperative next step to achieving balance.
Findings from some studies have suggested who are pregnant and post
there is a typical physician personality—a set of partum, as well as in physician
traits common among physicians, irrespective of wellness.
chosen specialty or demographic (Table 2). These
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by taking breaks and vacations, we allow ourselves
time to foster partner and marital connections,
which in turn allows time for decompression, reconnection, creating memories, and improving
relationships.
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Comorbidity Complexities:
Patterns and Implications
» Brian Miller, MD, PhD, MPH
CASE VIGNETTE
“Mrs Blue” is a 70-year-old Caucasian woman with
a 45-year history of schizophrenia. She also has
posttraumatic stress disorder (PTSD) stemming
from a sexual assault in early adulthood and occasionally smokes marijuana. Her current psychotropic regimen includes aripiprazole (Abilify), valproic
acid (Depakote), and citalopram (Celexa), and she
is overall stable with no psychiatric hospitalizations
in the past 6 years. Prior to the schizophrenia diagnosis, she underwent a hysterectomy at age 20 for
ovarian cancer. She has comorbid obesity, hypertension, hyperlipidemia, and osteoporosis. Three
years ago, she received a diagnosis of chronic renal
failure. Her most recent blood urea nitrogen to creatinine ratio is 51:2.15, with a glomerular filtration
rate of 26.

Although schizophrenia affects more than 3
million individuals in the United States and is
associated with substantial psychiatric, substance-related, and medical comorbidity, patterns
of comorbidity in schizophrenia have not been
systematically described using real-word data.1 To
address this gap, Lu and colleagues leveraged a
nationwide health insurance claims data set from
Aetna to assess population-level phenotypes associated with schizophrenia.2

Exploring the Current Study

The investigators conducted data-driven analyses
on patient phenotypes before and after the index
diagnosis of schizophrenia and compared data on
phenotypes with those of matched controls without schizophrenia. The Aetna data set contained
86 million participants from all 50 states, the District of Columbia, 5 populated territories, and
Armed Forces Europe, with claims data from
January 2008 to December 2019. International
Classification of Diseases, Ninth Revision (ICD9) and ICD-10 codes formed the basis of corresponding phenotype codes or phecodes. Schizophrenia was defined as at least 3 occurrences of
phecodes 295 and 295.1. Inclusion criteria were
documented birth year, biological sex, and zip
code information. Participants also had to have
been on the insurance plan for at least 12 months

prior to their first schizophrenia diagnosis. Patients
younger than 15 years old were excluded. Patients
in the schizophrenia cohort were matched to controls without schizophrenia based on birth year,
biological sex, and the first 3 digits of the zip code.
The authors analyzed 1890 phenotypes based on
phecodes (requiring at least 3 occurrences) before diagnosis for patients with a first documentation of
schizophrenia between ages 15 and 29 years. Data
for all participants were analyzed using the Fisher exact test. Data on phenotypes occurring after the onset
of schizophrenia were analyzed using Cox proportional
hazards models. Patients were removed from these
analyses if the phecode was within 1 year of the first
schizophrenia diagnosis. The Bonferroni correction
was applied to P-values for multiple comparisons.
The authors identified 61,453 patients with schizophrenia (prevalence, 0.7%; 47% were male); average
length of patient records was 6 years. The investigators noted 144 phecodes were significantly enriched
in patients who later received a schizophrenia diagnosis. Some of the top phecodes were suicidal ideation (odds ratio [OR], 51.2), bipolar (OR, 36.1),
antisocial/borderline personality (OR, 18.4), substance addiction and disorders (OR, 17.6), and
PTSD (OR, 16.2). Women who later developed
schizophrenia were more likely to have type 2 diabetes, obstructive sleep apnea, and eating disorders;
men were more likely to have acute renal failure,
developmental delay, and rhabdomyolysis (Table).
The authors also noted that 402 phecodes were
significantly enriched after the diagnosis of schizophrenia. Some of the top phecodes were coma/
stupor/brain damage (HR, 87.3), altered mental

Table. Common Comorbidities by Sex
Women

Men

Preceding schizophrenia diagnosis
Type 2 diabetes

Renal failure

Obstructive sleep
apnea

Developmental delay

Eating disorders

Rhabdomyolysis

Following schizophrenia diagnosis
Encephalopathy

Impulse control
disorder

Epilepsy

Esophageal bleeding

Adverse drug events/
allergies

Acute osteomyelitis

status (HR, 86.2), alcoholism (HR, 47.3), and septicemia (HR, 30.4). Women were more likely to
develop encephalopathy, epilepsy, and adverse
drug events or allergies; men were more likely to
develop impulse control disorder, esophageal
bleeding, and acute osteomyelitis.

Study Conclusions

Thus, the authors concluded there was a broad range
of comorbidities enhanced in schizophrenia both
before and after diagnosis, including PTSD, other
anxiety disorders, and alcohol and other substance
use disorders. In addition, patient sex significantly
influenced associated comorbidities.
Study strengths included the large sample size
and comprehensive data, consideration of comorbidities before and after the diagnosis of schizophrenia, and statistical correction for multiple
comparisons. Study limitations included the potential lack of generalizability to other schizophrenia
populations (ie, the investigation leveraged an
employer-sponsored insurance claims data set),
the relatively short follow-up time, and the inherent nature of phecodes that represent coarse categories of clinical phenotypes.

The Bottom Line

This study demonstrates the utility of large-scale,
real-world data analyses to elucidate patterns of
disease comorbidity, which can provide clinically
useful information to treating clinicians.
How often do you see comorbidities in patients
with schizophrenia? Which comorbidities are the
most troublesome to treatment? Email us at
PTEditor@mmhgroup.com.
Dr Miller is a professor in the Department of
Psychiatry and Health Behavior at Augusta
University in Georgia. He is on the Editorial Board
and serves as the Schizophrenia & Psychosis section editor for Psychiatric TimesTM. The author reports that he receives research support from
Augusta University, the National Institute of
Mental Health, and Stanley Medical Research
Institute.
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The Model Minority Myth and Medicine:

Racism, Sexism,
and Mental Health
Uyen-Khanh Quang-Dang, MD, MS

T

he COVID-19 pandemic exacerbated latent
xenophobia and bigotry toward Asian
American communities. When attacks on
older Asian Americans began in spring 2020,
members of the Asian American community
asked, Why are we being attacked so viciously?
As geriatric psychiatrists, the intensity and increasing frequency of these attacks targeting
older Asian Americans alarmed us. According to
Stop AAPI Hate’s National Report from March
2020 to September 2021, increasing hate incidents occurred from 2020 (44.4%) to 2021
(55.7%).1 When Asian American women were
murdered in a mass shooting in Atlanta, Georgia,
the following spring 2021, we wondered, Why
are Asian American women being targeted? Not
surprisingly, women reported almost two-thirds
of all hate incidents (62%).1 The answers to these
questions start with understanding the historical
events leading to important misconceptions about
Asian Americans in the United States today and
how they precipitated and now perpetuate the racial drivers of structural racism.

The Model Minority Myth

The model minority myth is a social construct
created in the 1960s as a result of immigration
laws allowing for selective immigration that only
included Asians of higher socioeconomic status
and professional classes who were more likely to
achieve economic success. This resulted in an
overgeneralization that Asian Americans achieve
universal educational and occupational success.
This selective immigration led to a class of Asian
Americans with relative economic stability who
were broadly perceived as “proof” that advancement by ethnic minority groups was possible if
they worked hard enough.2 The model minority
myth served as a racial driver pitting specially selected Asian Americans against Black Americans,
who due to slavery and racism, have been kept
from achieving economically and educationally.
Despite later changes in immigration policy allowing Asians from lower socioeconomic, educational, and professional backgrounds into the

Severe Mental Illness

Earlier this year, 2 young Asian American women
United States, racism and selectivity still exist in
were murdered in New York, New York. One was
different ways. For example, work visas still select
pushed onto the subway tracks, and the other was
for highly skilled individuals. The model minority
stabbed 40 times in her apartment. When the
myth persists and continues to create a fallacy that
news broke, we immediately thought: AnAsian Americans do not experience strugother Asian American woman—this
gle or racial discrimination, leading
could have been us. As psychiamany Asian Americans to be extrists, we prayed, Please do not
cluded from research, policy,
let him be mentally ill or
and practice and thereby renhomeless.
dering their experiences inAs Asian American
visible to the broader sociwomen and psychiatrists,
ety.2 The perpetuation of
the model minority myth
the intersectionality of our
also leads to increasing reidentities raged with consentment towards Asian
flict. Despite our expertise
Americans from other ethnic
in mental health, we felt inminority groups who have
tense fear. We asked ourlong struggled in the United
selves, Why are so many Asian
States while absolving government
Americans being attacked or murleaders of the responsibility to help
dered by our patients—those with seWomen reported
with struggles faced by other minority
vere mental illness? Some political
almost ⅔ of the
2
groups. The term Asian American itleaders’ messages blaming Asian
hate incidents,
self is problematic because there is
Americans for COVID-19 have furaccording to Stop
such diversity of experiences within
ther scapegoated Asian Americans,
AAPI Hate’s
Asian Americans as a heterogeneous
leading some to believe that Asian
National Report
group. Some subgroups, such as
American lives are deserving of viofrom March 2020
Hmong and Cambodian Americans,
lent attacks. Those most vulnerable
to June 2021.
are among the most impoverished and
to being manipulated by these mesmarginalized groups in the United
sages—such as those with psychotic
States but are overlooked when grouped together
disorders—may end up acting out the hatred and
with other subgroups perceived to be more ecoaggression contained in those messages.
nomically successful, such as Chinese and JapaTreatment for individuals with severe mental
nese Americans.3
illness becomes complicated because social determinants of health including—but not limited
Targeting Asian American Women
to—economic and housing stability, education
When anyone is attacked, it is much easier to
access and quality, health care access and quality,
blame race and color than to examine the history
neighborhood and built environment, and social
perpetuating the inequalities that victimize all of
and community context all play key roles in
us. The Page Act of 1875 was one of the earliest
symptom treatment and remission. Minority
pieces of federal legislation to restrict immigragroups in the United States experience homelesstion, and it explicitly targeted immigration of
ness at markedly higher rates than white AmeriChinese women into the United States. Asian
cans and make up a disproportionate share of the
women were denigrated as being “unclean, lewd,
homeless population. For example, Black Ameriand immoral” and profiled as prostitutes. The
cans make up 13% of the general population but
Chinese Exclusion Act of 1882 followed, setting
more than 40% of the homeless populathe foundation for subsequent racial and political
tion.4 Mental illness is also a leading cause of
homelessness. According to a 2015 assessment
scapegoating where Chinese immigrants were
by the US Department of Housing and Urban Deseen as potential threats to national security and

63.3%
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» Sarah A. Nguyen, MD;

democracy.2 The subsequent fetishization of
Asian women manifested in popular culture reinforced the stereotype of Asian women being submissive and sexually subservient. These biased
portrayals perpetuate the objectification, erasure,
and invalidation of Asian American women and
make them targets for violent attacks.
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velopment, a minimum of 25% of homeless individuals were seriously mentally ill, and 45% had
any mental illness.5 The statistics demonstrate
the complexity of how structural inequities, beyond race or gender, influence mental health,
functioning, and quality-of-life outcomes depending on where individuals live, learn, work,
play, worship, and age. These structural inequities maintain the broken system, contribute to the
increasing disparities, and highlight the lack of
resources to care for those who need it most.

Concluding Thoughts

It is a complicated time to be an Asian American
woman and psychiatrist. While we are caring for
patients with the goal of optimizing their health,
we must also simultaneously confront the fact
that some of these patients may want to do us
harm. What is the path forward? What does treatment look like if the treating clinician feels their
safety is in danger, by the very patient standing
before them?
To begin answering these questions, we must
first acknowledge and communicate our own
fears and experiences to feel more connected and
less afraid. To address anti-Asian violence, conversations must also include and center around
the longstanding objectification and sexualization of Asian American women, as well as the
historical and current issues of race and
class. We hope to collectively find allyship and
connection with our colleagues and within our
communities to confront these issues, together.
Dr Nguyen is a board-certified adult and geriatric psychiatrist. She is Assistant clinical Professor
of Psychiatry and Biobehavioral Sciences,
Associate Director of the Integrative Psychiatry
Clinic, and Director of Resident Mentorship and
Professional Development at the University of
California, Los Angeles. Dr Quang-Dang is a
board-certified adult and geriatric psychiatrist for
the Palo Alto Medical Foundation and served on
the Board of Directors of the American Psychiatric
Association Foundation from 2016 to 2021.
REFERENCES
1. Yellow Horse AJ, Jeung R, Lim R, et al. Stop AAPI Hate National
Report 2021. Stop AAPI [Asian American Pacific Islander] Hate. 2021.
Accessed April 5, 2022. https://stopaapihate.org/wp-content/uploads/2021/08/Stop-AAPI-Hate-Report-National-v2-210830.pdf
2. Yi V, Mac J, Na VS, et al. Toward an anti-imperialistic critical race
analysis of the model minority myth. Rev Educ Res. 2020;90(4):542579.
3. Niedzwiecki M, Duong TC. Southeast Asian American statistical
profile. Southeast Asia Resource Action Center. 2004. Accessed April
5, 2022. https://www.searac.org/wp-content/uploads/2018/04/Statistical-Profile-2010.pdf
4. The 2020 Annual Homeless Assessment Report (AHAR) to Congress. Part 1: Point-in-Time Estimates of Homelessness. The US Department of Housing and Urban Development, Office of Community
Planning and Development. January 2021. Accessed April 5, 2022.
https://www.huduser.gov/portal/sites/default/files/pdf/2020-AHARPart-1.pdf
5. The 2015 Annual Homeless Assessment Report (AHAR) to Congress. Part 2: Estimates of Homelessness in the United States. The US
Department of Housing and Urban Development, Office of Community Planning and Development. October 2016. Accessed April 5,
2022. https://www.huduser.gov/portal/sites/default/files/pdf/2015AHAR-Part-2.pdf ❒

FROM THE PAGES OF

Physicians Are Called
Upon to Help Address
Food Insecurity
» Richard Payerchin

C

hronic hunger and its effects have become a national health problem that
physicians and lawmakers must address, according to the American College of
Physicians (ACP).1
The organization has published a new position paper outlining 6 recommendations to
tackle food insecurity.2 There is a growing understanding that social determinants of health
(SDOH) affect patients’ health and outcomes.
Food insecurity, which is estimated to impact
about 13.8 million households and 38.3 million individuals in the United States, is among
those SDOH.
“Food insecurity is one social factor that has
direct and indirect effects on a person’s physical, cognitive, and mental health,” wrote Josh
Serchen and colleagues.2 “Despite its known
effect on health, little sustainable progress has
been made on reducing the incidence of food
insecurity and improving accessible nutritional
choices in the United States. Although a network of various federal, state, and community
programs—both public and private—is in
place to provide assistance for food-insecure
individuals, food insecurity persists as a result
of inadequate support levels, barriers to accessing programs, and rigid requirements that render many food-insecure individuals ineligible.”
Among its recommendations, ACP believes
physicians and other health care professionals
must be better at understanding and mitigating
their patients’ food insecurity.
“Patient surveys have found that wide majorities find value in screening for food insecurity… and believe it contributes to improved
care and feelings of being better understood,”
the authors of the paper noted. ACP credited
the 2-question screening methods used by the
American Academy of Pediatrics and the
American Academy of Family Physicians.
Across the country, 30% of physician practices and 40% of hospitals currently screen for
food insecurity. Time constraints with patients
mean doctors must focus on interventions that

have been proved to improve health, according
to ACP.
“Given the many competing demands faced
during a brief office visit, it is important that
physicians are supported by payers, institutions, governments, and their communities,”
wrote Serchen and colleagues. That includes
adequate reimbursement for practices and new
reimbursement codes for screening and referral efforts.

ACP NOTED physicians could consider
such nonclinical approaches as:
 Using offices as a food distribution site
 Partnering with local food retailers,
organizations, and schools
 Investing in community resources and
organizations
 Engaging in advocacy to inform public
debate on food insecurity

ACP said the nation needs a “health-in-allpolicies” approach to public policy, especially
because federal, state, and local governments
supply “the overwhelming majority of food assistance.” As such, ACP affirms the need for all
individuals to have adequate access to healthy
food as well as the need to make food and nutrition insecurity a policy and funding priority.
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BIPOLAR I DEPRESSION

BIPOLAR II DEPRESSION

APPROVED FOR BOTH
• Cerebrovascular Adverse Reactions in Elderly Patients
with Dementia-Related Psychosis, including stroke and
transient ischemic attack. See Boxed Warning to the left.
• Neuroleptic Malignant Syndrome, which is a potentially
fatal reaction. Signs and symptoms include hyperpyrexia,
Important Safety Information
muscle rigidity, delirium, autonomic instability, elevated
Boxed Warnings:
creatinine phosphokinase, myoglobinuria (and/or
• Elderly patients with dementia-related psychosis
rhabdomyolysis), and acute renal failure. Manage with
treated with antipsychotic drugs are at an increased
immediate discontinuation of CAPLYTA and provide intensive
risk of death. CAPLYTA is not approved for the treatment symptomatic treatment and monitoring.
of patients with dementia-related psychosis.
• Tardive Dyskinesia (TD), a syndrome of potentially irreversible,
• Antidepressants increased the risk of suicidal thoughts dyskinetic, and involuntary movements which may increase
and behaviors in pediatric and young adults in
as the duration of treatment and total cumulative dose
short-term studies. Closely monitor all antidepressantincreases. The syndrome can develop after a relatively brief
treated patients for clinical worsening, and for
treatment period, even at low doses, or after treatment
emergence of suicidal thoughts and behaviors. The
discontinuation. Given these considerations, CAPLYTA should
safety and effectiveness of CAPLYTA have not been
be prescribed in a manner most likely to reduce the risk of
established in pediatric patients.
TD. Discontinue CAPLYTA if clinically appropriate.
Contraindications: CAPLYTA is contraindicated in patients
• Metabolic Changes, including hyperglycemia, diabetes
with known hypersensitivity to lumateperone or any
mellitus, dyslipidemia, and weight gain. Hyperglycemia,
components of CAPLYTA. Reactions have included pruritus,
in some cases extreme and associated with ketoacidosis,
rash (e.g., allergic dermatitis, papular rash, and generalized
hyperosmolar coma or death, has been reported in patients
rash), and urticaria.
treated with antipsychotics. Measure weight and assess
fasting plasma glucose and lipids when initiating CAPLYTA
Warnings & Precautions: Antipsychotic drugs have been
and monitor periodically during long-term treatment.
reported to cause:
CAPLYTA is indicated in adults for the treatment of
schizophrenia and depressive episodes associated with
bipolar I or II disorder (bipolar depression), as monotherapy
and as adjunctive therapy with lithium or valproate.

Help your patients get relief from their bipolar depression with titration-free, once-daily CAPLYTA 42 mg

Choose CAPLYTA
for a broad range of adults with bipolar depression1
■ Proven efficacy in bipolar depression (bipolar I & II)*
■ Once-daily, titration-free dosing—patients start on the effective dose
■ Broad access
■ Changes in weight and akathisia were similar to placebo at week 61
• Antipsychotic drugs have been reported to cause metabolic effects and tardive dyskinesia
Please see Important Safety Information below.

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

• 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
significant decline in WBC occurs in absence of other
causative factors.
• Orthostatic Hypotension and Syncope. Monitor heart rate
and blood pressure and warn patients with known cardiovascular
or cerebrovascular disease. Orthostatic vital signs should be
monitored in patients who are vulnerable to hypotension.
• Falls. CAPLYTA may cause somnolence, postural hypotension,
and motor and/or sensory instability, which may lead to falls
and, consequently, fractures and other injuries. Assess patients
for risk when using CAPLYTA.
• Seizures. Use CAPLYTA cautiously in patients with a history of
seizures or with conditions that lower seizure threshold.
• Potential for Cognitive and Motor Impairment. Advise
patients to use caution when operating machinery or motor
vehicles until they know how CAPLYTA affects them.
• Body Temperature Dysregulation. Use CAPLYTA with caution
in patients who may experience conditions that may increase
core body temperature such as strenuous exercise, extreme
heat, dehydration, or concomitant anticholinergics.
• Dysphagia. Use CAPLYTA with caution in patients at risk
for aspiration.

Scan QR code to request samples or a visit
from a sales representative

Drug Interactions: Avoid concomitant use with CYP3A4
inducers and moderate or strong CYP3A4 inhibitors.
Special Populations: Neonates exposed to antipsychotic
drugs during the third trimester of pregnancy are at risk
for extrapyramidal and/or withdrawal symptoms following
delivery. Breastfeeding is not recommended. Avoid use in
patients with moderate or severe hepatic impairment.
Adverse Reactions: The most common adverse reactions
in clinical trials with CAPLYTA vs placebo were:
• Schizophrenia: somnolence/sedation (24% vs 10%) and
dry mouth (6% vs 2%).
• Bipolar Depression (Monotherapy, Adjunctive therapy):
somnolence/sedation (13% vs 3%, 13% vs 3%),
dizziness (8% vs 4%, 11% vs 2%), nausea (8% vs 3%,
9% vs 4%), and dry mouth (5% vs 1%, 5% vs 1%).
Please see the accompanying Brief Summary of
Prescribing Information on the following pages.
References: 1. CAPLYTA prescribing information, 2021.

See its efficacy at caplytahcp.com

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

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

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

USE IN SPECIFIC POPULATIONS
Pregnancy: Pregnancy Exposure Registry - There is a pregnancy exposure registry that monitors pregnancy
outcomes in women exposed to atypical antipsychotics, including CAPLYTA, during pregnancy. Healthcare providers
are encouraged to register patients by contacting the National Pregnancy Registry for Atypical Antipsychotics at
1-866-961-2388 or online at http://womensmentalhealth.org/clinical-and-research-programs/pregnancyregistry/.
Risk Summary - Neonates exposed to antipsychotic drugs during the third trimester are at risk for extrapyramidal
and/or withdrawal symptoms following delivery (see Clinical Considerations). Available data from case reports on
CAPLYTA use in pregnant women are insufficient to establish any drug associated risks for birth defects, miscarriage,
or adverse maternal or fetal outcomes. There are risks to the mother associated with untreated schizophrenia and
with exposure to antipsychotics, including CAPLYTA, during pregnancy (see Clinical Considerations). In animal
reproduction studies, no malformations were observed with oral administration of lumateperone to pregnant rats
and rabbits during organogenesis at doses up to 2.4 and 9.7 times, respectively, the maximum recommended
human dose (MRHD) of 42 mg/day on a mg/m2 basis. When pregnant rats were administered lumateperone during
the period of organogenesis through lactation, the number of perinatal deaths of pups was increased at 4.9 times
the MRHD, with no adverse effects on pups at 2.4 times the MRHD (see Data).
The estimated background risk of major birth defects and miscarriage for the indicated population is unknown. All
pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the U.S. general population,
the estimated background risk of major birth defects and miscarriage in clinically recognized pregnancies is 2 to
4% and 15 to 20%, respectively.
Clinical Considerations - Disease associated maternal and/or embryo/fetal risk - There is risk to the mother
from untreated schizophrenia, including increased risk of relapse, hospitalization, and suicide. Schizophrenia is
associated with increased adverse perinatal outcomes, including preterm birth. It is not known if this is a direct
result of the illness or other comorbid factors.
Fetal/neonatal adverse reactions - Extrapyramidal and/or withdrawal symptoms, including agitation, hypertonia,
hypotonia, tremor, somnolence, respiratory distress, and feeding disorder have been reported in neonates who were
exposed to antipsychotic drugs during the third trimester of pregnancy. These symptoms have varied in severity.
Monitor neonates for extrapyramidal and/or withdrawal symptoms and manage symptoms appropriately. Some
neonates recovered within hours or days without specific treatment; others required prolonged hospitalization.
Data - Animal Data - Pregnant rats were treated with oral doses of 3.5, 10.5, 21, and 63 mg/kg/day lumateperone
(0.8, 2.4, 4.9, and 14.6 times the MRHD on a mg/m2 basis) during the period of organogenesis. No malformations
were observed with lumateperone at doses up to 2.4 times the MRHD. Findings of decreased body weight
were observed in fetuses at 4.9 and 14.6 times the MRHD. Findings of incomplete ossification and increased
incidences of visceral and skeletal variations were recorded in fetuses at 14.6 times the MRHD, a dose that
induced maternal toxicity.
Pregnant rabbits were treated with oral doses of 2.1, 7, and 21 mg/kg/day lumateperone (1.0, 3.2, and 9.7 times the
MRHD on a mg/m2 basis) during the period of organogenesis. Lumateperone did not cause adverse developmental
effects at doses up to 9.7 times the MRHD.
In a study in which pregnant rats were administered oral doses of 3.5, 10.5, and 21 mg/kg/day lumateperone
(0.8, 2.4, and 4.9 times the MRHD on a mg/m2 basis) during the period of organogenesis and through lactation, the
number of live-born pups was decreased at 2.4 and 4.9 times the MRHD, and early postnatal deaths increased at a
dose 4.9 times the MRHD. Impaired nursing and decreased body weight gain in pups were observed at 4.9 times,
but not at 2.4 times, the MRHD.
Pregnant rats were treated with a human metabolite of lumateperone (reduced ketone metabolite) at oral
doses of 15, 60, and 100 mg/kg/day (1.2, 19, and 27 times the exposure to this metabolite at the MRHD of
lumateperone based on AUC plasma exposure) during the period of organogenesis. This metabolite did not
cause adverse developmental effects at a dose 1.2 times the exposure at the MRHD of lumateperone; however, it
caused an increase in visceral malformations (cleft palate) at 27 times and skeletal malformations at 19 times the
exposure at the MRHD of lumateperone, a dose that induced maternal toxicity.
Lactation: Risk Summary - There are no available data on the presence of lumateperone or its metabolites in human
milk or animal milk, the effects on the breastfed infant, or the effects on milk production. Toxicity in animals
has been linked to the formation of aniline metabolites of lumateperone. Although aniline metabolites were not
present in (adult) humans at quantifiable levels, it is unknown whether infants exposed to lumateperone will exhibit
comparable lumateperone metabolism and elimination pathways as adults. In addition, there are published reports
of sedation, failure to thrive, jitteriness, and extrapyramidal symptoms (tremors and abnormal muscle movements)
in breastfed infants exposed to antipsychotics. Based on findings of toxicity in animal studies and the potential
for serious adverse reactions in the breastfed infant, breastfeeding is not recommended during treatment
with lumateperone.
Females and Males of Reproductive Potential: Infertility - Based on findings from animal studies, lumateperone
may impair male and female fertility.
Pediatric Use: Safety and effectiveness of CAPLYTA have not been established in pediatric patients.
Antidepressants increased the risk of suicidal thoughts and behaviors in pediatric patients.
Geriatric Use: Controlled clinical studies of CAPLYTA in the treatment of schizophrenia did not include any patients
aged 65 or older to determine whether or not they respond differently from younger patients. Controlled clinical
studies of CAPLYTA in the treatment of bipolar depression included patients aged 65 or older; the number of
patients was not sufficient to determine whether or not they respond differently from younger patients.
Antipsychotic drugs increase the risk of death in elderly patients with dementia-related psychosis. CAPLYTA
is not approved for the treatment of patients with dementia-related psychosis.
Hepatic Impairment - Use of CAPLYTA is not recommended for patients with moderate (Child-Pugh class B)
to severe hepatic impairment (Child-Pugh class C). Patients with moderate and severe hepatic impairment
experienced higher exposure to lumateperone.
No dosage adjustment is recommended for patients with mild hepatic impairment (Child-Pugh A).
OVERDOSAGE
No specific antidotes for CAPLYTA are known. In managing overdose, provide supportive care, including close
medical supervision and monitoring and consider the possibility of multiple drug involvement. In case of overdose,
consult a Certified Poison Control Center (1-800-222-1222 or www.poison.org).
Distributed by Intra-Cellular Therapies, Inc.
New York, NY 10016
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ur mental health care system has numerous
gaps. Defending and dealing with gaps in
quality and delivery can feel overwhelming
for psychiatric clinicians and lead to feelings of
helplessness.
Although psychiatric clinicians learn to take
care of patients one at a time, most are not trained to
think of their “system” or to apply scientific thinking toward improving systems. They try to deal with
their increasing workload and compensate for systemic shortcomings by working harder, which
comes at a personal cost and contributes to an epidemic of burnout. Unfortunately, this does not always
lead to better systems. Advancements like newer
therapies and electronic medical records come with
unique challenges. Some solutions like thorough
documentation, or an over-reliance on auditing to
ensure quality, create additional burdens. Although
it might not be well-known that some experts believe 30% to 50% of all health care activities are

wasteful, clinicians likely feel this to be the case.1
Two decades ago, the Accreditation Council for
Graduate Medical Education (ACGME) and the
American Board of Medical Specialties (ABMS)
jointly identified competencies for resident physicians
to include “practice-based learning and improvement
(PBLI)” and “systems-based practice (SBP).”2 PBLI
included systematically analyzing practice and
implementing changes to improve it. SBP included
working in inter-professional teams to enhance
quality and safety and identifying system errors.
So, how can we best prepare ourselves in the
health workforce to “spot and repair” wasteful processes, to think and act as problem-solvers, and to
design better systems?
Fortunately, a vast knowledge base of improvement science already exists. Improvement science
has been widely utilized in non-health care settings
like the manufacturing and aviation industries and
has also been embraced by health care quality and
safety pioneers outside of behavioral health.3,4
My own entry into this world of improvement

science happened while trying to solve quality and
safety problems in my organization. I came across
a brilliant article titled “Fixing Healthcare From the
Inside, Today.”5 The author asked, “How can health
care professionals ensure that the quality of their
service matches their knowledge and aspirations?”
This article made me wonder about the application
of improvement science to psychiatry, and it led
me to discover lean methodology, an improvement
approach that matured at the Toyota car company.
Systems engineering, at its core, is a field that
utilizes systems thinking principles to design,
manage, and optimize complex systems of care.
Along my journey, I got introduced to a brilliant
systems engineer, Antonio DePaolo, who became
an inspiring collaborator and the coauthor of our
book together on the subject.
We codesigned the course “Lean Problem Solving” for our organization. Participants were asked
to bring any safety, quality, delivery, cost, or morale
problem to the course, and they would learn to apply improvement principles to their problem. This
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We began solving chronic and
complex clinical challenges in our
system, such as aggression toward
others, unnecessary antipsychotics
in patients with dementia, and
transitions of care for patients with
severe cooccurring disorders.

course, along with other improvement activities,
gradually changed our organization’s culture.
We began solving chronic and complex clinical
challenges in our system, such as aggression toward
others, unnecessary antipsychotics in patients with
dementia, and transitions of care for patients with
severe cooccurring disorders. We were also able to
improve operational challenges like access to care,
staffing shortages, and care costs while improving
communication with others.
Here is an example of continuous improvement
from an acute care unit that describes the process
of improving transitions of care for patients who
were being discharged from an inpatient level of
care to outpatient care. This busy inpatient unit
could have anywhere between 1 and 8 discharges
a day (with as many patients admitted that evening). High-discharge days were not only busy and
stressful but could also be occasions for delays,
errors of omission and commission, as well as dissatisfied family members, staff, and patients.
As we began observing and studying the discharge process, we realized that one of the factors
that led to delays was that patients’ belongings
were scattered in multiple locations in a disorganized fashion. Gathering and organizing all of the
patient’s belongings at discharge could sometimes
take 1 to 2 hours of a staff member’s time. Social
workers would ask a van driver or a family member to come at a particular time, but they had no

idea how long it would take
to collect the patient’s belongings from the unit, security, and the pharmacy.
This process led to waiting,
frustration, and mistakes—
and such mistakes would
lead to calls about missing
scripts, forgotten items, and
even lost valuables.
This observation led to
multiple improvements: an
organized belongings room,
a discharge checklist, and a
decision to prepare everything for a discharging patient the day prior to discharge. Today, we can be sure that when patients
leave the unit, they will reliably get all their belongings and everything they need on time, without
anyone having to wait even for a minute.
Continuous improvement is a cyclical iterative
process. Next, the team decided to improve the
time it took to complete discharge summaries,
with the goal of all summaries being completed
within 24 hours of discharge. The team then utilized the discharge checklist to ensure that every
patient who needed nicotine replacement therapy,
naloxone, or their inhalers would have these reliably given to them. Once the team learned this way
of working, every new problem became an opportunity to apply this improvement toolkit. Continuous improvement became a way to sustain improvements and create empowered and engaged
team members who kept striving to improve quality and outcomes.
Whatever worked in our complex setting is certainly applicable to any mental health care setting.
Our book lays out the need for such an approach;
introduces basic improvement principles and the
developmental steps of building improvement
knowledge and skills; and enumerates a systematic
method of solving complex problems. It also discusses the support needed to create and maintain
such a learning and improvement culture.
In 1998, Don Berwick, MD, a health care improvement leader, wrote6:

“We believe that the prognosis for the
health care system is good if physicians will
contribute actively to improving the system
as a whole. If we are wrong, our agenda at
least gives professionals something more
pleasant to do than complain. More
importantly, if we are correct in stating that
the seeds of fundamental improvement in
health care systems lie within the reach of
physicians, then physicians can best exert
their influence by recognizing the problems
to be solved and then doing everything in
their power to assure that the solutions
they help develop are technically proper,
ethically sound, and effective.”
Our book is a primer on applying improvement
methods to any mental health system for anyone
interested in such an undertaking. It can generate
hope and invigorate and empower clinicians to
take incremental steps toward a state of continuous
improvement, and then use their scientific thinking
skills to take care of both individuals and ailing
systems that need their help.
Dr Khushalani is system medical director of behavioral health at Atlantic Health System and coauthor of Transforming Mental Healthcare:
Applying Performance Improvement Methods
to Mental Healthcare.
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Effects of Nutrition on
Mood Variability in Bipolar Disorder
CASE VIGNETTE
“Mr Truth” is a 35-year-old African American man
with a 15-year history of bipolar I disorder without
psychotic features. He has been clinically stable
and has had no psychiatric hospitalizations in the
past 5 years on a regimen of lithium 900 mg daily
and hydroxyzine 25 mg 3 times a day as needed for
anxiety. He works full-time as an insurance salesman. At an outpatient follow-up visit, Mr Truth asks
about the potential mental health benefits of fish oil
supplementation for his bipolar disorder. How
would you, as his psychiatrist, respond?

Mood instability in bipolar disorder is associated with illness relapse and severity.1 There is a
need for nonpharmacologic adjunctive treatments
for this patient population. Dietary modifications,
particularly n-3 and n-6 polyunsaturated fatty acids
(PUFAs), represent one such potential target. PUFAs
comprise more than one-third of brain lipids and
have been implicated in mood disorders.2 Conflicting evidence exists regarding the efficacy of n-3
PUFA supplementation in patients with bipolar
disorder, and there is also evidence that some
mood stabilizers may decrease the metabolism of
n-6 PUFAs.3 Therefore, Saunders et al4 investigated a combined intervention lowering dietary
n-6 PUFAs (arachidonic acid [AA] and linoleic
acid [LA]) and increased dietary n-3 PUFAs
(eicosapentaenoic acid [EPA] and docosahexaenoic acid [DHA]) in patients with bipolar disorder.

The Current Study

The authors hypothesized that this dietary intervention would reduce day-to-day mood instability
(as measured by ecological momentary assessment [EMA]) and general psychological distress
in individuals with bipolar disorder. The primary
clinical outcome was mood variability and general
psychosocial distress and functioning. The primary biochemical outcome was change in n-6 AA,
n-3 DHA, and their metabolites. The authors compared the high n-3 EPA plus DHA (1500 mg daily)
and low n-6 LA (2% energy) diet (H3-L6) with a
control diet (CD) standardized to the usual distribution of PUFAs in America (n-3 EPA + DHA
[150 mg daily] and low n-6 LA [7% energy]).
Participants with bipolar disorder were included
if they were over age 18, had current hypomanic or
depressive symptoms, and were currently engaged
in psychiatric treatment. They were excluded if they
were currently hospitalized, endorsed suicidal or
homicidal ideation, had an active substance use or
eating disorder, or had a history of specific food allergies (eg, fish, gluten, dairy). A diagnosis of bipo-

lar disorder was confirmed by a clinician based on
the Mini International Neuropsychiatric Interview.
The study authors gave participants researchprogrammed Android smartphones to collect daily
self-report surveys.
After a 2-week baseline period, the authors randomly assigned participants 1:1 to either H3-L6 or
CD for 12 weeks, with in-person assessments every
2 weeks. These included meeting with a dietician to
review diet adherence and food records, receive dietary
counseling, and pick up food supplies. A mood and
stress survey was randomly delivered twice daily in
an EMA paradigm, in which patients rated their
mood, energy, speed of thoughts, impulsivity, anxiety, irritability, and pain on a 0 to 100 visual analog scale. Blood samples for biochemical analyses
were collected at baseline and weeks 4, 8, 12, and
48. The authors made comparisons between the diet
groups using either 2-sample t-tests or Wilcoxon
rank-sum tests and used linear mixed-effects models
to analyze continuous PUFA concentration outcomes.
Data was analyzed via an intent-to-treat approach.
The authors randomly assigned 82 participants.
The mean age was 43.5 years, and 83% of participants were female. Self-reported dietary adherence was approximately 85% in each group. The
H3-L6 diet group had significant reductions in
variability of mood, energy, speed of thoughts,
anxiety, and pain. By contrast, the CD group had
significant reductions in the variability of energy
and impulsivity. Mean n-6 LA levels were slightly
reduced, and n-3 EPA and DHA levels increased
over time in the H3-L6 group compared with
the CD group. There were no changes
in any other measured PUFAs,
and dietary-associated adverse events were minimal.

ing n-6 LA through dietary intervention improved
day-to-day variability in mood symptoms in patients with bipolar disorder. The findings warrant
replication in larger future trials.
Do your patients ask about the use of fish oil supplements? Share your experiences with us at
PTEditor@mmhgroup.com.
Dr Miller is a professor in the Department of
Psychiatry and Health Behavior at Augusta
University in Augusta, Georgia. He is on the
Editorial Board and serves as the schizophrenia section chief for Psychiatric TimesTM. The author reports that he receives research support from
Augusta University, the National Institute of Mental
Health, and the Stanley Medical Research Institute.
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Study Conclusions

The study authors concluded that a high n-3, low
n-6 PUFA diet was associated with significant reductions in variability of symptoms and modulation of blood
PUFA levels in patients with bipolar disorder over 12 weeks. Dietary trials, especially dietary intervention versus nutritional
supplementation, are noted to be
particularly challenging to conduct.
Study strengths included the use of
dietary-driven interventions delivered
by dietitians and the use of EMA for
data collection. Study limitations included the relatively small sample size
and female predominance.

The Bottom Line

Increasing n-3 EPA and DHA and decreas-
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cademic medical center psychiatry departments, like many other medical specialty
areas, often struggle to find contemporary
opportunities to grow and consolidate services,
maintain market share, and support other clinical divisions. Psychiatry departments traditionally focus
on outpatient clinics, hospital-based and emergency-based services, and inpatient psychiatric
units as sources of clinical productivity and revenue. Departments with appropriately trained and
privileged physicians can supplement clinical revenue with electroconvulsive therapy (ECT), repetitive transcranial magnetic stimulation (rTMS), and
other neuromodulation interventions.
The development and the recent explosion of
opportunities in telepsychiatry come at an opportune time. Technologically advanced telepsychiatry functionality, combined with robust electronic
health record (EHR) systems, permits high-level
clinical service delivery from a secure remote platform. Telepsychiatry has been accepted as an alternative to in-person care by patients and physicians
and offers clear benefits in the COVID-19 pandemic environment, facilitates care without a
transport burden, and affords physicians a viable
opportunity for home-based employment.
Our recent experience with telepsychiatry in an
academic department of psychiatry led to significant expansion of clinical services provision and
increased administrative efficiency. We are now
able to provide robust psychiatric support to emergency departments (EDs), hospital inpatient units,
outpatient psychiatric services, and primary care
clinics in a complex, geographically dispersed, integrated health system in northern and central
Texas (from Dallas to Austin).1

Baylor Scott & White Health–
Temple Department of Psychiatry

Baylor Scott & White Health (BSWH) is the largest not-for-profit health care system in Texas and
one of the largest in the United States. Baylor Scott
& White Medical Center–Temple is a comprehensive 636-bed academic medical center and level 1
trauma center and is a main clinical education site
for the Texas A&M University College of Medi-

cine Health Science Center. Baylor Scott & White
Medical Center–Temple is a 2020 and 2021 Fortune/IBM Watson Health Top 100 Hospital and
Top 15 Major Teaching Hospital in the US (No. 2
in 2021). The BSWH system includes 2 academic
medical centers, 25 community and specialty hospitals, and 175 primary care clinics, all integrated
into a network with a common EHR account.
The Department of Psychiatry at Baylor Scott &
White Medical Center–Temple is the only academic
psychiatry department in the BSWH system. Personnel include 40 faculty physicians and other clinicians, 20 psychiatry residents, and 6 child and adolescent psychiatry fellows. The Department of
Psychiatry is backed by the academic partnership
among Texas A&M University Health Science Center, College of Medicine, BSWH, and the Central
Texas Veterans Health Care System (CTVHCS).
Departmental hospital operations at Baylor Scott &
White Medical Center–Temple have included a 23bed inpatient psychiatry unit with 1275 inpatient
discharges per year, more than 2000 annual consultation-liaison encounters, and 24-hour coverage of
the emergency psychiatry service.
Departmental outpatient operations include the
Alcohol and Drug Dependence Treatment Program, Harker Heights behavioral health clinic,
McLane Children’s Hospital behavioral health
clinic, embedded psychiatric services in primary
care clinics, collaborative care support to BSWH
primary care clinics, a comprehensive neuromodulation (ECT, rTMS, ketamine) program, and a
BSWH systemwide hospital telepsychiatry consultation service, with more than 42,000 total outpatient encounters per year. The department participates in a strategic partnership between BSWH
and a 102-bed freestanding psychiatric inpatient
facility. The department is a member of the Neurosciences Institute.

Hospital Telepsychiatry Service

In 2019, we initiated a hospital telepsychiatry service to cover 26 BSWH hospitals that had sparse
in-person emergency psychiatric services coverage.
This service was previously managed by a thirdparty telepsychiatry vendor but was excessively
costly to the system. There was limited communication between consultants and hospital staff. The services were provided by many telepsychiatry psychiatrists; thus, the ED and hospitalists did not have
ongoing collegial relationships with the telepsychia-

try group for informal advice such as “curbsiding.”
Mindful of these concerns, we started a 7-physician telepsychiatry service. Seven telepsychiatry
faculty positions were developed at the Department
of Psychiatry and a faculty member was chosen as
service director with a 10% leadership stipend. All
telepsychiatry physicians recruited had significant
experience in telepsychiatry at other institutions; 1
has a geriatric subspecialty, and 2 have a child and
adolescent psychiatry (CAP) subspecialty. A project
manager with extensive medical administrative experience was appointed to take charge of this telepsychiatry initiative. All telepsychiatry physicians
were credentialed at all facilities served, and all
were hired as faculty members in the BSWH Department of Psychiatry. Most coverage shifts have 2
or 3 psychiatrists on duty.
Coverage hours are 8 AM to 10 PM weekdays
and 8 AM to 8 PM weekends and holidays. Hospitals were brought on board gradually, with all 26
facilities phased in over a 12-month period. Education of local nursing and administrative staffs was
a crucial part of this go-live process. Consultation
requests are entered within the EHR. The on-duty
administrators organize incoming requests and
schedule appointments with the physicians on
duty. After examining the patient, the physician
charts immediately in the EHR. The consultant
communicates with the attending physician in real
time by EHR secure messaging and provides input
for treating the patient.
This service has had a significant impact on ED
length of stay and sitter hours. Each week, various
metrics are monitored and feedback is provided to
the team. Volume grew steadily and the service has
been well accepted by all the facilities served
across BSWH.2-9

Collaborative Care Service

Beginning in 2020, BSWH made the policy commitment to roll out the collaborative care/TEAMcare model (originated at the University of Washington) to all 175 primary care clinics in the system.
Clinic physicians in the Department of Psychiatry
devote time weekly in 2-hour increments to interface and support the collaborative care manager and
primary care providers (PCPs) in the primary care
clinics in their standardized treatment of mild/moderate depressive and anxiety disorders according to
protocolized treatment algorithms and regular structured outcomes measures.
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Concluding Thoughts

Academic psychiatry departments should embrace
the opportunity for telepsychiatry as permitting
increased size of the faculty cohort, supporting
other medical departments needing psychiatry
consultation, and providing enhanced work-life
balance for faculty members. Embracing modern
technology should be seen as an option-generating
opportunity to develop, grow, and optimize department functions.
Dr Kambhampati is medical director of the
Baylor Scott & White Medical Center – Temple
Hospital Telepsychiatry Service . Dr Kuster is director of collaborative care for Baylor Scott &
White Health and member of the Baylor Scott &
White Medical Center–Temple Department of
Psychiatry. Dr Rajab is an administrator within
the Baylor Scott & White Health Department of
Psychiatry and manager of the Hospital
Telepsychiatry Service. Dr Bourgeois is chair,
Department of Psychiatry, Baylor Scott & White
Health Medical Center–Temple, Texas.
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Patients whose psychiatric illnesses are too severe/complicated for collaborative care management can be seen for a 1-time telepsychiatry-based
consultation by the consulting psychiatrist for diagnostic clarity and treatment planning. Often, the
single telepsychiatry consultation by the psychiatrist leads to an enhanced clinical care intervention
plan that can then be effectuated by the PCP without ongoing local psychiatric care. More severe or
complex patients may be disenrolled from the collaborative care model and referred for local ongoing outpatient psychiatric treatment. Currently, 4
department physicians participate in this model.10-12

Outpatient Care by Telepsychiatry

ELENABSL@STOCK.ADOBE.COM

In response to the pandemic, in 2020 the department pivoted to 100% telepsychiatry for outpatient
psychiatric services within a period of 10 days.
With subsequent easing of social distancing requirements, we continued to offer the option of
telepsychiatry services. Since that time, a persistent fraction of 30% to 35% of outpatients continue to have their care provided exclusively by
telepsychiatry. Since offering telepsychiatry outpatient services have been offered, patient satisfaction has significantly increased and outpatient noshow rates, which had never been less than below
10% despite numerous administrative initiatives,
have decreased to near zero.13-16

Inpatient Service Staffing by
Telepsychiatry

Our department has recently established a partnership for exclusive physician staffing of a freestanding 102-bed inpatient psychiatry unit, operated by
a private company, as our inpatient unit. We were
able to bring 2 full-time CAP psychiatrists to take
care of the inpatient needs of the 28-bed adolescent unit, exclusively via telepsychiatry. This sta-

bilizes the staffing of this unit, which is also a
training site for residents and CAP fellows, liberating the rest of the CAP faculty to serve the clinic
and children’s hospital. Overnight and weekend
on-call/rounding on inpatient units can also be accomplished by telepsychiatry.17

Impact on the Department of
Psychiatry

Since the beginning of these initiatives, the department has been able to effectively add 12 physician
positions that are exclusively telepsychiatry service based. This creates new employment opportunities for physicians skilled at working in this medium, establishes the department as one with
substantial expertise in telepsychiatry, and facilitates hands-on experience in telepsychiatry to psychiatry residents who need to master this skill as
part of their clinical repertoire. These additional
physicians do not require physical office space at
the medical campus and need only minimal administrative support. This enables significant departmental growth (at this point, over 33% of our
physicians work exclusively via telepsychiatry)
and identifies our psychiatry group as a progressive, modern department.
An additional benefit to promoting telepsychiatry-based clinical services is the indirect but significant impact on physician quality of life and
burnout prevention. Robust telepsychiatry opportunities can enable many physicians to continue
working from home while taking maternity/paternity leave, recovering from an acute illness or injury, or dealing with a chronic illness (such as immunocompromised states) that makes it unsafe to
be in a common public setting like a clinic or hospital. Home-based telepsychiatry physicians can
avoid the time and expense of commuting, gaining
more free time.18
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COMMENTARY

A Personal and Psychiatric
Jazz Riff on Racism
» H. Steven Moffic, MD

A

jazz riff is a musical phrase to grab onto
during a given piece. The riff of this piece is
antiracism, and it is a solo after 2 group improvisations: In prior Psychiatric Times™ articles, my
colleagues and I presented multicultural views of
how to dismantle racism1 and the importance of
reparations.2 We must listen to the music, as the
message remains clear: Given the resurgence and
longevity of racism in the United States, including
within psychiatry itself, innovative antiracism
strategies are necessary.

The Nature of Jazz

Believed to have originated in the late 19th century
using remnants of African music that had survived
slavery, jazz came into its own in the 1920s. Its style
was based on the democratic sharing of music via
innovation and improvisation, in which musicians
trusted the process and each other. Not only that,
but it integrated the audience. It is like everyday
life, with some structure and planning, but with
much improvisation along the way. Sometimes the
music swings; sometimes it screams. Sometimes
the music is consonant; sometimes it is dissonant.
Mistakes in jazz are viewed as opportunities. This
is partially what makes jazz unique and special, as
other music types (eg, rock ’n’ roll, soul) do not embrace this approach. Again, this is like life, especially
for a psychiatrist, where mistakes are opportunities to
grow and learn.
In a great paradox, jazz turned the denied American dream for Black individuals into promises of
equity, freedom, and cooperation, using those ideals
to create a unique art form and way of life.3
However, jazz, too, was influenced by racism,
including the lack of business control by Black
musicians over their own music. Similarly, there
has been a better appreciation of jazz and its universal language in Europe and Asia than in the
United States. Authoritarian leaders do not like
jazz, perhaps because it relies heavily on improvisation and thus is unpredictable. Interestingly,
before the Soviet Union broke up in 1991, it—
like Nazi Germany—tried to ban jazz. Thus, both
in the United States and abroad, jazz became an
underground freedom movement, with lovers of
jazz calling it, “the healing force of the universe.”

In Search of Harmony and Empathy

One of the elements of jazz is harmony. In addition to
its pure musical meaning, Merriam Webster defines
harmony as “an interweaving of different accounts
into a single narrative.” In many ways, to achieve a
perfect harmony, one must have empathy. From my
early years growing up in post–World War II US as a
Jewish American (and all the baggage associated
with it) through my teen years and later as I embarked
on my career in medicine, as I fell in love with jazz, I
was drawn to the idea of harmony and empathy.

Finding Form: Cultural Psychiatry

Like the 5 elements in jazz—rhythm, harmony,
form, improvisation, and sound—I found my education on racism came mainly from 5 sources, each
bringing a new part of the melody and music.

1.

Our clinic patients.

2.
3.

The field of anthropology.

4.

A thoughtful resident.

I learned a lot from patients, including
who they preferred to be their clinician and
why. Sometimes Black patients preferred a
Black clinician and sometimes not; as with all
patients, they had various expectations and
opinions about presumed expertise.

Our department’s anthropologist taught
us the value of our patients’ cultures.

My clinic coleader and staff.

My award-winning clinic coleader was
Black, and our staff was multicultural. Together
we found our rhythms and a beautiful harmony,
as we worked like a jazz group of musicians.
(Some of us still gather annually for lunch.)

I taught—and was taught by—a Black
male resident. Together, we developed the first
cultural psychiatric residency educational
model, based on personal cultural
presentations of one’s cultural identity and
group discussion.4,5

5.

The diverse city of Houston.

The struggle for integration in Houston
was in full swing. Eldrewey Stearns led the
Civil Rights Movement in that city.6 Later
Thomas R. Cole, PhD, McGovern Chair in
Medical Humanities and director of the
McGovern Center for Humanities and Ethics at
The University of Texas Health Science Center

at Houston, and Stearns’ biographer reflected
on what he learned from those conversations
with Stearns6, “Listening is hard work. It may
take years. You may feel more injured than you
are healed. You may be wiser, but the
quintessential moment may elude you. Above
all, you must listen with an open heart and be
prepared to hold back against stereotypes of
your racial identity as well as the identity of
others.”

Riffs on Racism

At this stage of my life and career, I have some
conclusions—or should I say riffs—about racism,
antiracism, psychiatry, and jazz.

1.

Racism is part of all the isms,
phobias, and antis—an outcome of
our inborn tendency to fear “the other,”
especially when we feel threatened and
want more power. Because the powers
that be often try to divide and control
groups that are discriminated, we need
coalitions to protect and support them.
The same is true in jazz, where musicians
often accompany one another.

2.

Sometimes it is necessary to lead
and sometimes it is necessary to
follow, just as sometimes you are the
soloist and sometimes you support the
soloist. As much as possible, the
leadership can and should come from
Black Americans. However, efforts are
unlikely to sufficiently succeed unless
there are trusting coalitions and allies.

3.
4.

Jazz is an ongoing model for Black
leadership, integration, improvisation,
democracy, and beauty.
Historical trauma is multigenerational
and hard to break because of
epigenetic transmission, continued
structural racism, and quests for power.

5.

Posttraumatic growth and resilience
are always possible with enough
vision and support. Let’s have the vision
and support of one another in this heroic
antiracism journey. Let’s play and
participate in some figurative, if not literal,
jazz jam session.
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The values that were normative and
acceptable at a previous time may no
longer be so. Understand the time-based
action, but also accept the necessity of
change and development. Evolve like a
musical jazz piece, and allow for
improvisation.

7.

Stop using divisive terminology. As I
heard the jazz great Wynton Marsalis
say, use different hues to describe skin
colors.

8.

Education that includes cultural
identity self-exploration in a
psychologically safe environment is
necessary in psychiatric training,
continuing education, and more generally
in the public.

9.
10.

Although implicit bias is important to
recognize, addressing structural
racism is essential.7
Consider the possibility of a
Jungian collective unconscious
value of musical healing coming from
common African origins and eventually
transforming into jazz.8

In clinical psychiatry, we do not only need
and rely upon research-based publications, but
also benefit from individual case studies. Similarly, in racism and psychiatry, we need expert-based perspectives and individual narratives. We each automatically have our own
racial stories. Examine and share your related
lived experiences. Mine was primed by early
positive experiences and the appreciation of
jazz music.
The jazz way toward antiracism is an African American-based communication of structure and improvisation for cooperation, innovation, and healing. It is time we make beautiful
music together.
Dr Moffic is an award-winning psychiatrist
who has specialized in the cultural and ethical
aspects of psychiatry. He is an advocate for
mental health issues related to climate instability, burnout, Islamophobia, and anti-Semitism.
He serves on the Editorial Board of Psychiatric
Times™.
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is longer and can last for weeks to months. The ultimate goal is to taper off the anticholinergic medication as soon as possible to minimize the many burdensome adverse events of anticholinergic medications
(eg, blurred vision, dry mouth, tachycardia, urinary
retention, constipation, cognitive impairment, effects
on thermoregulation). Alternatively, amantadine can
be used, which has a different—albeit not fully understood—mechanism of action.

Akathisia: Etiology Remains
a Mystery

Akathisia sits in a category by itself, as there
are many etiologies to it in addition to D-2
receptor blockade. One common example is
selective serotonin reuptake inhibitor–induced
akathisia. Not surprisingly, anticholinergics
often do not improve akathisia. Like drug-induced parkinsonism, there is also a large range
of variability in both time of onset and duration. The first step, if possible, is to lower the
dose of the D2RBA or change to a different
one. Beta-blockers have proved to be the most
effective pharmacological treatment, with
most of the published literature supporting
propranolol. Second-line treatment, in the appropriate patient, is clonazepam. Some evidence suggests that mirtazapine may also be
of benefit.2

Tardive Dyskinesia

Tardive dyskinesia emerges over time, often
not appearing for years or even decades. If the
D2RBA dose is decreased, TD will initially
look worse due to withdrawal dyskinesia,
which will last from 4 to 8 weeks after lowering the D2RBAs dose. For approximately
80% of patients, some degree of TD will be
irreversible. It is well established that anticholinergic medications increase the risk of TD
and should be avoided in patients with TD.
The 2 VMAT2 inhibitors described earlier are
both quite effective, and the evidence to date
suggests that discontinuation of the VMAT2
inhibitors results in recurrence of the TD
symptoms. The recently updated American
Psychiatric Association guidelines for the
treatment of schizophrenia serve as an excellent reference for the diagnosis and treatment
of these 4 movement disorders.3

Concluding Thoughts

We have come a long way in understanding
the relationship between D2RBAs and
movement disorders. In addition to the 4
movement disorders reviewed here, Table 1
puts in perspective the immense diversity of
potential movement disorders that can
emerge from the use of D2RBAs. The diagnosis and treatment for each of these can
vary significantly, and treating one can
worsen another. So to continue to improve
our diagnosis and treatment of the numer-

ous movement disorders that can occur with
the use of D2RBA, I would like to ask that everyone please stop using the term EPS.
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Skilcraft Visible
Man Anatomy
Kit, 1960
-for my mother, Roslyn Berlin, 1929-2021

Richard M. Berlin, MD
Her birthday gift stands on a white,
heart-shaped plinth, his clear plastic
hands
hanging by his sides, innocent palms
opened to me like a man saying,
You think I stole your ring?
Search my pockets if you think I stole
your freakin’ ring! Which my ten-year-old
mind finds hilarious, because this mute,
naked, transparent, fifteen-inch-tall model
opens only through an abdominal hatch
I can remove to pluck organs for study—
a rack of golden ribs, porous blue lungs,
heart muscled like steak, tortuous red
arteries snaking from pelvis to toes,
intestines pink as my first sexual blush
when I notice the bulge between his legs.
Lost in the anatomy of wonder, moments
pass before I catch my mother’s smile
while she pretends to dust her shelves.
And when she allows our eyes to meet
my joy from her gift pleases her
more than I can understand
on this birthday she loved to call
my first day of medical school.
Dr Berlin has been writing a poem
about his experience of being a doctor every month for the past 24
years in Psychiatric TimesTM in a
column called “Poetry of the Times.”
He is instructor in psychiatry,
University of Massachusetts Medical School,
Worcester, Massachusetts. His latest book is
Freud on My Couch. ❒

POETRY OF THE TIMES

6.

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

August 2022

TM

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

EARN 30 FREE Category 1 CME Credits

www.psychiatrictimes.com/cme

Exploring Diagnostic
Strategies in the Assessment
of Mixed Affective States
Andrew Troy Hodge, MD; Suporn Sukpraprut-Braaten, PhD

D

epression has been well known to the
medical community for multiple millennia. Through the ages, the understanding
of depression and other affective disorders has undergone multiple revisions based on an
evolving foundation of knowledge from contributing scientists and physicians (Figure 1). In 400
bce, Hippocrates first used the terms mania and
melancholia as a means of describing mental illness. Later, in the year 30 ad, Celsus, who was a
physician in Rome, noticed that there was a relationship between depression and black bile, thus
describing the term melancholia in his work De re
medicina. As the understanding of mood disorders
broadened over the centuries, clinicians began to
notice the tendency for patients to fluctuate between mood states. In 1854, French psychiatrist
Jean-Pierre Falret created the term folie circulaire

to signify the alternating moods of depression and
mania.1 By 1889, the physician Emil Kraepelin
described what he called a manic-depressive illness, using very similar criteria that are used today
to diagnose bipolar I disorder. Kraepelin also noticed a differentiating factor between manic-de-
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pressive and psychotic illnesses, noting that the
former did not have a deteriorating course.1 Nevertheless, the definition of manic-depressive illness did not account for patients presenting with
both depressive and manic symptoms simultaneously within a similar time frame.
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Although many diagnostic schemas have been
created to define various mood states over the
years, the intermixed presentation of depressed and
manic symptoms has remained one presentation
that has been difficult to define.2 Manic-depressive
insanity was a term used by Kraepelin, which he
defined as containing all affective states; nevertheless, other psychiatrists (even at the time) were skeptical of such definitions.3-5 Kraepelin stated later in his
career that he believed that mixed episodes were
the most common type of mood episodes.3 He also
observed that the frequency of mixed mood episodes were just as important as the polarity when
diagnosing manic-depressive illness.3 That is to
say, repeated mood episodes of any polarity were
diagnosed as manic-depressive illness as long as
there were some mixed characteristics. This hints at
the importance of detecting not only the content but
also the frequency of mood episodes when diagnosing patients.3
Even in the contemporary era, it has been suggested that the difference between diagnosing bipolar disorder versus major depressive disorder
should not be limited by the presence or absence
of a history of manic or hypomanic episodes.6 In
cases where it is not possible to determine a patient’s history of mania or hypomania, strategies
have been researched to diagnose bipolar disorder
from the characteristics of a patient’s depressive
episodes, which—compared with patients with
only major depression—have more atypical features such as leaden paralysis, hypersomnia, or
(and) hyperphagia.6 Having broader, more dynamic diagnostic tools would increase clinicians’
ability to diagnose and treat patients’ affective
conditions, even in circumstances where the presentation may not be as clear.

Looking for Answers
We performed a literature search on PubMed, an
electronic database for the scientific literature on
May 10, 2020, using the search phrase “depression with mixed features.” Articles were restricted
to publication dates between 1973 and 2020. No
restrictions were placed on language or article
type. Articles were selected for inclusion based on
the relevance of their titles and abstracts to the
topic of mixed affective states. Information from
review articles, retrospective studies, and clinical
trials was ultimately included. The studies’ reference lists were also surveyed to discover additional pertinent articles. The cumulative history of
mixed affective states was analyzed, and information from several of Kraepelin’s publications was
included, along with information from Kaplan
and Saddock’s Synopsis of Psychiatry in the historical context. Several versions of the DSM were
included as references.

Resulting Information
Since the topic of manic-depressive illness was
popularized by Kraepelin, there has been debate
regarding the proper diagnostic segmentation of
affective states. Eventually, in the early 20th century, 2 polar archetypes including major depression and bipolar disorder were clinically defined

Table 1. DSM-IV Criteria for a Major

Depressive Episode

9

Major depressive episode
Five (or more) symptoms have been
present during 2-week period and at
least 1 is either depressed mood or less
of interest or pleasure

1. Depressed mood
2. Markedly diminished interest or
pleasure

3. Significant weight change when not
dieting or change in appetite

4. Insomnia or hypersomnia
5. Psychomotor agitation or retardation
6. Fatigue or loss of energy
7. Feelings of worthlessness or
inappropriate guilt

8. Diminished ability to think or
concentrate

9. Recurrent thoughts of suicide or death
Table 2. DSM-IV Criteria for a Manic

Episode9

Manic episode
A distinct period of abnormally
elevated, expansive, or irritable mood
lasting at least 1 week with 3 (or more)
symptoms (4 if the mood is only
irritable)

1. Inflated self-esteem or grandiosity
2. Decreased need for sleep
3. More talkative than usual or pressured
speech

4. Flight or ideas or racing thoughts
5. Distractibility
6. Increase in goal-directed activity or
psychomotor agitation

7. Excessive involvement in pleasurable
activities that have high potential for
painful consequences

and accepted.7 Nevertheless, many noticed that
some affective states appeared to remain intermediate between depression and mania.8 DSM-IV
(Tables 1 and 2) first formally acknowledged this
state as a third major affective syndrome and labeled it as a mixed episode, which simultaneously
met the diagnostic criteria for both major depressive and manic episodes nearly every day for at
least a week.9 Later, in DSM-5 (Table 3), it was
decided to include a less stringent mixed feature
specifier, instead of an entirely separate diagnosis, to modify and describe individual manic and
depressive episodes to account for subthreshold
affective symptoms when assessing patients on

either end of the mood spectrum.10,11 Exploring
DSM-5’s mixed features designation further, it is
apparent that symptoms, including distractibility,
irritability, and psychomotor agitation, as criteria
were left out completely.10 Nevertheless, many
clinicians have argued that use of the mixed features specified in depression is compelling enough
to alter diagnostic and treatment strategies
because a patient may be at risk for having underlying bipolar disorder.11
By eliminating the more rigid mood disorders
section in the previous edition and placing bipolar
and depressive disorders in separate chapters with
their own unique modifiers, the DSM-5 seems to
be attempting to transition from a categorical approach to a more multidimensional one when diagnosing mood disorders.2 However, it must be stated
that the aforementioned symptoms of distractibility, irritability, and psychomotor agitation were left
out of the mixed features specifier criteria in the
DSM-5.10 Nevertheless, the aforementioned overlapping features that have been omitted in the
mixed features specifier symptom list of the
DSM-5 do occur often during mood episodes. One
study found that among patients diagnosed with an
active major depressive episode, irritable mood
was present in 32.6%, distractibility was present in
24.4%, and psychomotor agitation was present in
16.1%.12 Ultimately, the exclusion of these overlapping symptoms may serve to limit the practitioner from using the mixed features specifier,
which may be detrimental to the patient, as many
see the mixed affective state as a unique and commonly occurring syndrome in its own regard, with
unique prognostic and therapeutic properties.13
The DSM-5 workgroup decided to exclude
these 3 overlapping symptoms—distractibility,
irritability, and agitation (DIP)—because they
lack the specificity to differentiate between depression and mania.14 Emerging evidence suggests, however, that having mixed episodes represents a unique syndrome with its own novel
mechanism of pathogenesis.14 As a result, certain
researchers have suggested a return to a Kraepelinian approach by reintegrating DIP symptoms
into the mixed features classification system in a
more inclusive manner.14 Others have gone so far
as to say that mixed affective states need their own
diagnostic category instead of a specifier due to
the spectrum of state models proposed by Kraepelin in the 19th century.15 It seems the exclusion of
DIP symptoms from the diagnosis of mixed features per DSM-5 will likely serve to alter the
methods clinicians use to diagnose the condition
and change the direction of future research.16
However, there have always been many interpretations and subcategorizations of mixed affective
states based on the type and strength of the patient’s presenting symptoms.
Specialized diagnostic methodologies exist in
the literature to better dissect and interpret
mixed affective traits, such as segmenting the
mixed episode into either a mixed depressive state
or a mixed manic state on the basis of psychomotor
activity and energy levels and treating accordingly.17 Nevertheless, an idea on which many
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Table 3. DSM-5 Criteria for Mixed

Depressive and Manic Episodes10, 11
With mixed features
At least 3 of the following manic/
hypomanic symptoms are present
nearly every day during the majority of
days of a major depressive episode

1. Elevated, expansive mood
2. Inflated self-esteem or grandiosity
3. More talkative than usual or pressured
speech

4. Flight or ideas or racing thoughts
5. Increase in energy or goal-directed
activity

6. Excessive involvement in pleasurable
activities that have high potential for
painful consequences

7. Decreased need for sleep
Full criteria are met for a manic/
hypomanic episode and at least 3 of the
following symptoms are present nearly
every day during the majority of days of
a manic/hypomanic episode

1. Depressed mood
2. Markedly diminished interest or
pleasure

3. Psychomotor retardation
4. Fatigue or loss of energy
5. Feelings of worthlessness or
inappropriate guilt

6. Recurrent thoughts of suicide or death

researchers can agree is that the DSM-5 designation of mixed features is inadequate because it does
not include the DIP symptoms in its criteria.18 Although the DSM-5 definition of the mixed episode
is broader than the DSM-IV definition, it fails to
include a sufficient number of symptoms altogether.19 This leaves a large number of cases undiagnosed and patients untreated as a result of the
DSM-5’s lack of diagnostic openness and clarity.20
Evidently, the DSM-5 chose to exclude these
aforementioned core DIP symptoms from the
mixed features specified for pragmatic purposes
and to avoid the overdiagnosis of mixed symptoms.20 However, recent studies may prove this to
be an important oversight (Figure 2). For instance, a recent study found that many patients
presented with distractibility (59.2%), irritability
(57.3%), and psychomotor agitation (36.5%) in
mixed depression, whereas only 18% and 6.6%
presented with euphoria and grandiosity, respectively.21 Furthermore, other studies have shown
that psychomotor agitation was the symptom observed most frequently in patients with both bipolar disorder (59.8%) and major depressive disorder (48.8%) who presented in a major depressive

episode.22 Because of this, clinicians and researchers have created more inclusive ways to define
mixed episodes that do include symptoms such as
psychomotor agitation and irritability.19
Another major criticism that has been made
against the new DSM-5 mixed features specifier is
that the manic or hypomanic symptoms required
during a major depressive episode were the least
common symptoms that actually arise in depressive mixed states.20 This notion was further reinforced by other researchers and clinicians who
criticized the DSM-5 for including uncommon
symptoms such as euphoria and grandiosity as
mixed feature criteria in major depressive episodes.23 Mixed depression does not respond to
traditional antidepressant therapy, and these drugs
may in fact worsen the clinical picture by further
agitating them or causing mania.24
It has been shown that patients with mixed
depression compared to typical depression have a
higher rate of suicide attempts, greater use of
mood stabilizers and antipsychotics, and higher
overall treatment cost.25 Fortunately, the clinical
significance of patients who display mixed affective features is slowly being recognized, and future larger-scale studies are being conducted to
investigate these patients and how to effectively
treat them.23
Patients who have underlying bipolar disorder
and experience major depressive episodes with
mixed features have higher rates of substance and
alcohol use compared to those without mixed features.26 Additionally, patients with depression and
bipolar disorder with mixed episodes were found
to be more likely to have cardiovascular disease
compared to patients who did not display mixed
mood episodes, hinting at a distinctive pathologic
origin of this condition.26 Patients who experience
bipolar depression with concurrent manic or hypomanic symptoms are also found to report a
younger age of illness onset, more severe illness
course, higher percentage of rapid cycling course,
more frequent hospitalizations, longer time to
achieve remission, and concurrent psychotic features compared to patients who do not experience
mixed features.27-30
Thus, a more nuanced diagnostic approach is

needed for patients who typically present with
mixed episodes. Researchers have proposed alternate methods of assessing affective states in general, such as the ACE model, which considers 3
domains: activity, cognition, and emotion (thus,
the name).31 One proposed model of assessing
mood states compared the use of the DSM-5
model of assessing mixed depression to a research-based diagnostic criteria (RBDC) model
that included DIP symptoms and found that mixed
depression was detected in 29.1% of patients using an RBDC model and only 7.5% of patients
using the DSM-5 criteria model.14
In contrast, many have argued that the DSM-5
system of assessing mixed states actually facilitates the inclusion of subthreshold symptoms of
opposite polarity and is overall less restrictive than
previous versions of the DSM.32 This could help
encourage diagnosis of mixed states on behalf of
clinicians, thus possibly preventing the excessive
prescription of antidepressant medications, which
has been postulated to induce a type of hypomania
in primarily depressive patients, referred to as
bipolar III disorder.33
Although there is room for improvement, at
least the new DSM-5 classification system has
helped to identify more patients suffering from
mixed states compared with previous nosology
because of broadening the DSM-IV-TR criteria.15
For example, in one study, patients previously
diagnosed with bipolar disorder were examined
when they were having a manic or hypomanic episode,
and mixed features were detected in 20.4% during
the episode using the DSM-5 criteria; however,
using the DSM-IV-TR criteria, only 12.9% of the
patients had a mixed episode, showing what appears to be a lower degree of sensitivity toward
mixed affective states.26 Another study found an
approximately 3-fold-greater risk for a patient
with bipolar disorder to be diagnosed as having
mixed symptoms using DSM-5 criteria compared
with using DSM-IV-TR criteria, concluding that
additional patients identified with mixed features
could have been underdiagnosed without the
DSM-5 change.29 There continues to be debate
regarding the effectiveness of the current DSM
system in capturing mixed affective symptoms.

Figure 2. Prevalence of Presenting Core DIP Symptoms
In mixed depression

59.2%

Distractibility

57.3%

Irritability

36.5%

Psychomotor agitation

18%

Euphoria

6.6%

Grandiosity

Presented in a major depressive episode

59.8%

Psychomotor agitation (in bipolar disorder)

48.8%

Psychomotor agitation (in major depressive disorder)
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Conclusions, Limitations, and
Implications
Although there is some disagreement regarding
how to diagnostically define a mixed affective
state, it is evident that understanding their pathogenesis, epidemiology, and treatment is becoming
increasingly important. A recent study of 36,309
US adults found that 10.4% experienced DSM-5–
defined major depression in the past 12 months,
and 20.6% of adults experienced DSM-5–defined
major depression at least once in their lifetime.34
Interestingly, the mixed features specifier criterion was met in 15.5% of the major depressive
cases, showing that close to 1 in 5 patients experiencing depression may also be experiencing
mixed symptoms.34

“Mixed depression does not
respond to traditional
antidepressant therapy, and these
drugs may in fact worsen the
clinical picture by further agitating
them or causing mania.”
This increasing incidence of mixed affective
presentations highlights the importance of recognizing mixed features of depression and mania
early in the course of illness in order to tailor a
specialized treatment plan. Although “mixed features” is only a specifier and not a diagnosis per
DSM-5, novel drugs such as lurasidone (Latuda)
or cariprazine (Vraylar) are already being suggested for the treatment of patients who specifically display DSM-5–defined mixed features,
hinting at a growing trend toward proper identification of this subset of patients.35,36
There are a few limitations of this analysis. For
instance, only PubMed was used to search for articles relevant to the topic. Similarly, the study only
used the search phrase “depression with mixed
features.” “Mania with mixed features” was not
used as a search term because “depression with
mixed features” yielded a sufficient number of articles with information on mixed affective states of
either polarity. Moreover, the amount of information available on patients who experience mixed
affective states is relatively small compared to that
on manic and depressed patients, which can create
a publication bias. Ironically, the reason for limited
data for patients with mixed episodes could be due

in part to the dichotomous views that mental health
professionals have toward mood states.
Moving forward, clinicians should keep a
watchful eye on this subtype of depression and
mania. Having a more clearly delineated understanding of the mood spectrum would certainly
carry beneficial implications for patients with
mixed episodes by improving treatment modalities, diagnostic methods, and, ultimately, clinical
outcomes. More research is needed to better understand the root of mixed states pathology so that
better treatment solutions can be offered to this
patient population.
Dr Hodge is a psychiatric resident at Unity Health
White County Medical Center in Searcy, Arkansas.
Dr Sukpraprut-Braaten is director of research at
Unity Health White County Medical Center in
Searcy, Arkansas, and a GME Research Consultant
at Kansas City University. She is also an assistant
professor of preventive medicine and public
health, and director of the Preventive Medicine
Research Center at the New York Institute of
Technology College of Osteopathic Medicine.
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Adult Psychiatry – John George
Psychiatric Hospital
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San Francisco Bay Area, California
2 full time, Inpatient adult psychiatry
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September 1, 2022

“Psychiatry, Medicine, and
Poetry mix and mingle in Richard
Berlin’s poignant reveal of the
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healers will take comfort in. Buy
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– STEVE BIERMAN, MD
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Our competitive rates
can help you promote
physician products and
services like these:
• Medical transcription
• Practice management
• Medical billing
• Computer Software
• Marketing
• Internet Services
• Insurance
• Legal services

For details call

(203) 523-7026

AHS offers a highly competitive salary and
benefits package, which include the
following:
• For full time physicians working on
inpatient unit: base salary of: $363,600.10
• Annual PTO: 25 days/year
• 10 annual Holidays: 10
• Sick leave
• Annual CME hours: 64 hrs.
• Health, dental and vision insurance for
employee and family.
• Paid California medical licensure Fees
• Membership into ACERA pension
program (for full-time staff)
• Voluntary deferred compensation plans:
the AHS 403(b) Plan and the AHS 457(b)
Plan.
Interested candidates,
please send email with CV to:
Tanuj Sidhartha, M.D.
(tsidhartha@alamedahealthsystem.org)
Madeline Bautista
(mbautista@alamedahealthsystem.org)
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email for details):
1. Full time and part time positions for
psychiatric emergency services.
2. SAN positions for weekend/holiday
coverage on inpatient and psychiatric
emergency services (PES).
3. SAN positions for night coverage in
Psychiatric Emergency Services (PES)
SAN rates: $ 209.60/hr
Differentials
Evening: 4pm-midnight: 15%
Night: midnight-7am (excluding 11PM to
7AM shift): 25%
11PM to 7AM shift only (SAN): $309/hr
Alameda Health System (AHS) is seeking
Psychiatrists at the nationally recognized
John George Psychiatric Hospital to
provide psychiatric evaluation and
diagnosis, prescribe medications, supervise
and collaborate with other team members,
and facilitate treatment plans.
John George is conveniently located just
south of Oakland and San Francisco is just
a short drive away. Our hospital provides
comprehensive psychiatric services to
clients in a mental health crisis and those
needing acute acre. The department’s
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mission is to provide the most competent
and compassionate care to our patients,
and foster well-being and resilience.
Qualifications:
• Education: Graduate of an accredited
school of medicine or osteopathic
medicine with an MD or DO.
• Required Licenses/Certifications:
oValid CA License to practice
Medicine and Certification in
Psychiatry by the American Board
of Psychiatry and Neurology.
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Opportunity in California
Imperial County Behavioral Health
Services is currently recruiting for fulltime 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
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The position pays a highly competitive
salary, including health benefits for you
and your family, requires no hospital
work and minimal after-hours work,
freeing you up for more leisurely
activities. As a Psychiatrist with Imperial
County Behavioral Health, you will be
part of a multi-disciplinary treatment
team that includes therapists, nurses and
rehabilitation technicians that provide
comprehensive support and resources to
assist clients in achieving recovery.
J-1 and H1-B Applicants welcome. Our
agency is experienced in successfully
processing J-1 Waiver and H-1B Visa
applicants.
Qualified candidates must have a CA
medical license or ability to obtain. Send
CV to Imperial County Behavioral Health
Services, 202 North 8th Street, El Centro,
CA 92243.
For additional information, please
contact: Marcy Sesma (442) 265-1605
marcysesma@co.imperial.ca.us

Qualify For A Free Subscription Online @ www.psychiatrictimes.com

Outpatient Psychiatry Opportunity
San Joaquin County Behavioral Health
Services is seeking to fill Outpatient Adult
[General], and Sub-Specialty Psychiatry
(Child Psychiatry, Geriatric, Forensic,
Addiction and Psychosomatic Medicine)
positions in a multidisciplinary, recoveryoriented 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

County of San Luis Obispo, California
Staff Psychiatrist
Permanent, Full-Time
$225,305.60 - $287,560.00 Annually
Job # 0622KS-000522-01
Knowledge of:
General medicine and psychiatry;
Community Mental Health system and
management; skill in the evaluation and
treatment of mental illness;
psychopharmacology; community needs
and resources in the field of mental health.
Education and Experience
Possession of a valid California license as a
physician and surgeon at the time of
appointment; and evidence of having
completed three years of graduate training
in psychiatry in a program approved by the
American Medical Association or the
American Osteopathic Association.
Applications, including answers to
supplemental questions, must be submitted
online by the final filing date. To apply for
this position, enter this URL into your
browser and click “APPLY” at the top of
the page. https://www.governmentjobs.
com/careers/slocountyca/jobs/3540502/
staff-psychiatrist
Further questions, please contact
Human Resources at
ha.humanresoures@co.slo.ca.us.
Confidential inquiries are welcomed.
Visit our website at www.slocounty.ca.gov
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Full-time psychiatrist for a large
public health & hospital system in the
Silicon Valley
$275,080 -$357,600 annually 36 days of
annual leave Full benefits & retirement
(Above annual salary includes additional
pay for Board Certification and Acute
Settings)
Santa Clara Valley Health and Hospital
System, a public healthcare system in the
heart of Silicon Valley, is seeking full-time
BE/BC psychiatrists for a variety of clinical
settings, including emergency psychiatric
services, inpatient consultation liaison
services, jail custody health inpatient
services, specialty mental health outpatient
services and primary care behavioral health
services.
As the largest public health care system in
northern California, we offer
comprehensive healthcare resources to a
large and diverse patient population.
Psychiatrists are part of a robust team of
staff that work in collaboration with other
medical specialties and behavioral health
clinicians to provide integrated health care
to patients.
Psychiatrists are eligible for numerous
benefits including 36 days of annual leave,
5 days of educational leave, 12 holidays,
$4500 educational funds, health benefits,
life insurance and CalPERS retirement
plan. No calls required.
In addition, part-time opportunities for BE/
BC psychiatrists, PGY IIIs and IVs are
available.
If you are interested in working in a dynamic
and collegial work environment, please
submit a CV and letter of interest to
MD.Recruitment@hhs.sccgov.org.
The County of Santa Clara is an Equal
Opportunity.

Northeast Georgia Physicians Group
Inpatient Psychiatry
Northeast Georgia Physicians Group
(NGPG), a 585+ provider group and an
affiliate of Northeast Georgia Health
System (NGHS), is currently recruiting an
Inpatient Psychiatrist for our Behavioral
Sciences program.
Located on the main campus of Northeast
Georgia Medical Center (NGMC),
Laurelwood (54 beds) provides a broad
range of services for adolescents and adults
experiencing mental health or substance
abuse problems. Laurelwood offers a
variety of treatment options including:
detoxification, inpatient treatment, day
partial treatment, intensive outpatient
treatment and aftercare support.
Opportunity Details:
• Coverage for bedded patients at
Laurelwood.
• Can be Monday – Friday or 7on/7off
• Coverage includes admissions, H&Ps,
daily rounding and discharge.
• Substance Abuse and General Psychiatry
• Short Term – Average patient stay is
4-5 days
• GME – Psychiatry Residency started July
1, 2022
Requirements:
• Work collaboratively with the system
Consult Liaison to insure seamless
coverage of patients with coexisting
Psychiatric conditions, in person in
Gainesville and through tele-psychiatry at
Braselton and Barrow campuses.
Northeast Georgia Medical Center,
(NGMC) is a 557-bed regional referral
center located in Gainesville, Georgia
providing a wide array of healthcare
services complemented by a medical staff
of over 1200 members that represent a vast
range of primary care and sub-specialty
physicians.
Northeast Georgia Health System –
Dramatically Different

Psychiatrist
Job Opportunity in Santa Cruz, California,
Health Services Agency.
Must have CA medical license or eligible to
obtain it.
Salary: Negotiable up to $303,306
Annually Plus $30,000 sign-on incentive
For more information regarding the
position, please contact Dr. Nair at
(831) 454-7308
To apply, visit our website at:
www.santacruzcountyjobs.com
An Equal Opportunity Employer

NGPG is affiliated with Northeast Georgia
Health System (NGHS), which serves more
than 1,000,000 people in more than 19
counties across the region. As part of
NGHS, patients of NGPG have a direct
connection to Northeast Georgia Medical
Center’s four hospital campuses in
Gainesville, Braselton, Lumpkin and
Barrow County. Learn more about our
awarded services at www.nghs.com.
Please email CV to Marshall Poole –
Physician Recruitment
Marshall.Poole@nghs.com

August 2022

ILLINOIS

Geode Health, in partnership with
Rockford Psychiatric Medical Services and
William J Giakas, MD, are actively seeking
to hire a Psychiatrist in Rockford, Illinois.
We are a rapidly growing, national provider
of outpatient mental health services. Our
mission is ‘To empower our patients to live
healthier, more rewarding lives through
accessible, affordable and effective mental
healthcare tailored to their needs.’ You
will be joining us at a critical time in our
journey, as we have ambitious growth plans
and significant opportunities.
We are looking for passionate adult and
child psychiatrists for both full and part
time roles. The ideal candidate will be
motivated by joining a quickly growing
organization, and excited to help us
improve the care experience for patients
and providers. Applicants should be
licensed to practice in Illinois.
At Geode Health, we offer:
• Competitive salary
• Flexible schedule
• In-person and virtual patient visits
• Comprehensive admin support (payor
contracting, revenue cycle management,
accounting, finance, HR, etc)
• Professional development opportunities
• Medical, dental and vision benefits
• Life insurance
• Short and long-term disability
• Paid vacation and holidays
• CME Days and allowance
• Matching 401k plan
• State of the Art technology
Why work for Geode Health?
At Geode Health, we take our commitment to
patients and providers seriously. We focus
every day on helping patients across the
United States get the best possible mental
health care available. To achieve this, we
focus on ensuring our providers have
unmatched support and resources so that they
can focus on providing great care. We are
backed by KKR, a leading private equity firm
with the experience and mission alignment to
truly make an impact. Joining Geode Health
will put you on the front-end of a rapidly
growing movement to increase access and
improve outcomes for mental health patients
and providers across the nation.
To learn more, visit us as
www.geodehealth.com
Geode Health is an Equal Opportunity
Employer. We respect and seek to empower
each individual and support the diverse
cultures, perspectives, skills and
experiences of our workforce.

Qualify For A Free Subscription Online @ www.psychiatrictimes.com

Chicagoland Opportunity.
Well-established, thriving private
practice available from retiring
psychiatrist. Downtown Chicago and
Buffalo Grove. Balanced self-pay and
third party payer mix. Excellent
administrative team. Great
opportunity affording maximum
flexibility and development potential.
Email office@dlmmd.com.

MASSACHUSETTS

ADULT INPATIENT AND
OUTPATIENT PSYCHIATRIST
POSITIONS
The Department of Psychiatry at Salem
Hospital has outstanding opportunities:
• Full-time or Part-time BC/BE adult
inpatient psychiatrist. A full-time
position may also include an
opportunity to provide outpatient care.
• Full-time or Part-time BC/BE adult
psychiatrist to provide care in our Adult
Outpatient Department.
Salaries are extremely competitive.
Evening and weekend call are very
reasonable and provide significant
additional compensation.
Salem is located on the North Shore of
Massachusetts, only 15 miles north of
Boston.
Send CV and letter of interest to
Louis Caligiuri, Executive Director
of Physician Recruiting at
lcaligiuri@partners.org
Salem Hospital is an affirmative
action/equal opportunity employer.

Find What You’re
Looking For Now
Log on to

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

Compass Health Network, is a large
non-profit health system delivering
Behavioral Health services in multiple
settings, both inpatient and outpatient in
forty-six Missouri counties. We have
immediate openings for full and part-time
Psychiatrists in multiple locations in
Missouri. Candidates must have MD or
DO degree, be ABPN board-certified or
eligible in Psychiatry and possess or
obtain a Missouri license. We offer a
competitive compensation and benefit
plan.
Apply online at
www.compasshealthnetwork.org
or send your CV to
cgrigg@compasshn.org.
Candidates with J-1 or H1-b visa status
are welcome to apply.
EOE

NEW MEXICO

Exciting Opportunity for Psychiatrists
in the Beautiful Southwest
San Juan Health Partners in Farmington,
New Mexico is recruiting one General
Psychiatrist for primary inpatient
coverage plus call and one General
Psychiatrist for primary outpatient
coverage plus call. Join a caring,
community hospital in the heart of the
Four Corners.
You can look forward to:
• Compensation range based on years of
experience
o Less than two years of experience
$277,000
o Two or more years of experience
$310,000
• 1:3 call
• Productivity/quality bonus potential
• Lucrative benefit package, including
retirement
• Student loan repayment and residency
stipend
• Competitive sign on bonus and
relocation package
• Quality work/life balance
San Juan Regional Medical Center is a
non-profit and community governed
facility. Farmington offers a temperate
four-season climate near the Rocky
Mountains with world-class snow skiing,

fly fishing, golf, hiking and water sports.
Easy access to world renowned Santa Fe
Opera, cultural sites, National Parks and
monuments. Farmington’s strong sense of
community and vibrant Southwest culture
make it a great place to pursue a work-life
balance.
Contact Terri Smith | 888.282.6591 or
505.609.6011 (phone)
tsmith@sjrmc.net (email)
sanjuanregional.com or sjrmcdocs.com

NORTH CAROLINA

We Want You to Join Our
Behavioral Health Team!
Cape Fear Valley Behavioral Health is one of
the largest comprehensive, multi-tiered
behavioral health services in North Carolina.
Behavioral Health Care’s mission is to meet
and respond to the mental health needs of the
community. We offer evidence-based, best
practice treatments. Staffed by psychiatrists,
psychologists, clinical social workers,
psychiatric nurses, licensed professional
counselors, and other mental health
professionals, Cape Fear Valley Behavioral
Health Care provides a team approach to
mental wellness. Behavioral Health Care is
accredited by The Joint Commission and
licensed by the State of North Carolina.
The Health System is seeking providers for
the following due to regional volumes and
commitment to expand services:
Emergency Opportunity
• Two BE/BC providers with experience in
ED or trained in ED/Psychiatry. The
Emergency Department maintains a
Psychiatric Unit of 9 beds for patients in
crisis. Support team is specialty trained.
Schedule consists of 16 hour shifts,
approximately 10 shifts per month.
Adult Outpatient Opportunity
• BE/BC provider with training/experience in
a variety of mental health treatment
conditions as well as Chemical Dependency
and Substance Abuse. Candidate with
experience in treatment of Bipolar Disorder,
Borderline Personality Disorder, and Mood
Disorders is preferred. Additionally, ECT
training and experience is highly desirable.
Well established adult team is flexible and
transparent for either or both inpatient and
outpatient services. Clinic hours are Monday
- Friday with limited call
Child Outpatient Opportunity
• BE/BC Child & Adolescent providers. The
current structure is for 90% outpatient
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Monday through Friday work schedule.
We offer best in class compensation plus
generous benefits including Paid
Malpractice, CME Time and Allowance,
Accrued Paid Time Off, 403(b) match and
457(b), Health, Dental, and other desirable
benefits.
Please contact Suzy Cobb,
Physician Recruiter for more details at
(910) 615-1889 or
scobb2@capefearvalley.com

WANT TO
PLACE AN AD?

SEEKING FT/PT CHILD &
ADOLESCENT/ADULT
PSYCHIATRIST (BE/BC)
to join an established group practice in
Cary, NC. Out-patient only, fee-for-service,
no managed care, multidisciplinary group
with C&A/Adult psychiatrists and
psychologists in a family-oriented practice
situated in a community consistently rated
as one of the top places to live in the
country. Minutes from RTP and 3 major
universities. Flexibility in job, excellent
collections and benefits.

CALL TODAY
(609) 495-4367

For inquiries email CV to
Practice Manager jgawdi@fppa.com.
Website: www.fppa.com

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

PSYCHIATRISTS
For clinical staff and leadership positions

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

★

Post Certified - $271,182 (3+ years post certification)
Board Certified - $252,161
Board Eligible - $237,795
• Facilities are in close proximity to metropolitan
centers of New York City and Philadelphia/N.J. Shore
• Psychiatrists work with a multidisciplinary team
• Primary care physicians provide for patient’s physical
health care
• University affiliations/opportunities to work with forensic
fellows and psychiatry residents
• On-site CME activities and paid CME leave time
• 35 hour work week
• Generous compensation for voluntary on-call available
• Private Practice Permitted
• 13 paid holidays
• Generous medical and dental benefits and
retirement packages for full-time positions
Candidates must possess N.J.
medical license

★
★
★
★

The Department of Health welcomes
J1 Visa/Conrad 30 Program applicants.
Additionally, the Department participates
in a variety of State and federal
workforce development and incentive
programs ranging from, but not limited to the
department’s tuition reimbursement program and
the Federal Student Loan Redemption Program.
Additional information provided
upon request.
Send resume to PSTBHS@doh.nj.gov along with identifying
your hospital of choice and level of certification.
The State of New Jersey is an Equal Opportunity Employer

Qualify For A Free Subscription Online @ www.psychiatrictimes.com

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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OREGON

VIRGINIA

Outpatient (FT) & Per Diem Only
Positions | Oregon
PeaceHealth is seeking licensed
Psychiatrists for full-time and per diem
roles in Springfield, OR. Enjoy flexibility
and work with a varied and interesting
group of patients from children to
geriatrics. Our intensive outpatient program
& partial hospitalization program offers
expanded wrap-around services for young
adults. Mentor, teaching and research
opportunities available. Be part of a
coordinated continuum of care and
collaborate with ED and full crisis team.
PeaceHealth is a non-profit health system
serving the majestic Pacific Northwest.

Consult Liaison | Oregon

Child and Adolescent | Oregon

PeaceHealth is seeking licensed
Psychiatrists to join our Consult Service
primarily working at PeaceHealth
Riverbend Medical Center in Springfield,
Or. Working with a varied, interesting &
challenging group of patients. Mentor/
teaching and research opportunities. ETC
Services available. Build your career in a
large, well-respected and established
Inpatient and Outpatient Psychiatry group.
PeaceHealth is a non-profit healthcare
system serving the majestic Pacific
Northwest.

PeaceHealth is seeking licensed Child &
Adolescent Psychiatrists for full-time and
per diem roles primarily working at
PeaceHealth Riverbend Medical Center in
Springfield, OR. Enjoy flexibility and work
with a varied and interesting group of
patients. Mentor, teaching and research
opportunities may be available. Be part of a
coordinated continuum of care and
collaborate with ED and full crisis team.
PeaceHealth is a non-profit health system
serving the majestic Pacific Northwest.

Contact: Danny Keo, Provider Recruiter
dkeo@peacehealth.org | (971) 404-6681

Large, private, behavioral health practice
located in Ashburn, VA is seeking a
licensed psychiatrist to join a team of
multiple psychiatrists, psychologists and
therapists. Board certified preferred.
Offering flexible hours, 401k.
Contact Nick at
ngentile@potomacpsych.com or
703-858-7838 x105.

Contact: Danny Keo, Provider Recruiter
dkeo@peacehealth.org | (971) 404-6681

Contact: Danny Keo, Provider Recruiter
dkeo@peacehealth.org | (971) 404-6681

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

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







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

LONG ISLAND JEWISH MEDICAL CENTER: New Hyde Park, NY


Psychiatrist for Emergency Department, Part-Time

LENOX HILL HOSPITAL: Manhattan, NY


CL Psychiatrist

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

Qualified candidates should forward their CV to Alice Perkins at OPR@Northwell.edu
Qualify For A Free Subscription Online @ www.psychiatrictimes.com

for oral use

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

CONTRAINDICATIONS

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

WARNINGS AND PRECAUTIONS

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

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

DRUG INTERACTIONS

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

ADVERSE REACTIONS

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

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

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

INGREZZA
(n=262) (%)

Placebo
(n=183) (%)
1

10.9%

4.2%

5.4%

4.9%

4.1%

2.2%

3.4%
2.7%

2.7%
0.5%

2.6%
2.3%

0.6%
2.1%

2.3%

0.5%

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

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

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

OVERDOSAGE

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

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

ADVERTISEMENT

HELP YOUR ADULT PATIENTS
WITH TARDIVE DYSKINESIA (TD)

Take.

Control.

Not actual size

Actor portrayal

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

THE SIMPLE CHOICE

SYMPTOM REDUCTION

SAVINGS & SUPPORT

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

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

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

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

MOST PRESCRIBED TREATMENT
FOR TARDIVE DYSKINESIA5

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

IMPORTANT SAFETY INFORMATION
CONTRAINDICATIONS

WARNINGS & PRECAUTIONS (continued)

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

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

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

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