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COVID-19 
Mental Health 
Long Haulers

rently living with the virus and an 
estimated 35 million who have died 
from AIDS-related illnesses.1 As 
many as half of people living with 
HIV have at least 1 mental health co-
morbidity.2 Today, after more than a 
year since the pandemic started, the 
magnitude of the public health im-
pact of the current COVID-19 crisis 
is not yet fully appreciated, but it will 
be significant, with more than 171 
million cases and 3.5 million deaths 
and counting globally at the time of 
this writing.3

» Macy Bayern, MS

W
hen Dawn Sims picks up her curbside groceries, 

she sanitizes her packaged products with chlor-

hexidine, a medical-grade disinfectant. Otherwise, 

she only eats fresh foods that can be washed, zapped in the 

microwave, or peeled. 

Sims, aged 50 years, resides on a 20-acre property with 

her husband and mother. The property consists of 2 build-

ings, 30 ft apart. Sims and her husband live in one; her 

mother, aged 79 years, lives alone in the other. She loved 

being close to her mother—until COVID-19 hit. 
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Matcheri Keshavan, MD I t is not new for viruses to have both mental 

and physical health consequences. The 
HIV epidemic is a notable example in re-

cent times, with 38 million individuals cur-
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knowledge gaps related to the 
application of new strategies in psychiatry 
to real-world clinical practice. 
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best practices for managing challenging 
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• And more!
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HOT TOPICS FOR 2021

Thursday, September 30
11:30 AM  REGISTRATION

12:30 PM
Welcome and Opening Remarks 
John J. Miller, MD

PSYCHIATRY IN A 
POSTPANDEMIC WORLD

Moderator: John J. Miller, MD

12:40 PM
Presession Survey 
John J. Miller, MD

12:50 PM
Effects of Virtual Schooling, Telecommuting, etc
Karen Dineen Wagner, MD, PhD

1:05 PM
Telepsychiatry
Nassima Ait-Daoud Tiouririne, MD 

1:20 PM
Psychiatric Complications of COVID-19
John J. Miller, MD

1:50 PM
Postsession Survey and Audience Q&A
Moderator: John J. Miller, MD
Panelists: Nassima Ait-Daoud Tiouririne, MD; and Karen 
Dineen Wagner, MD, PhD

2:00 PM BREAK

COVID-19 AND 
THE PSYCHIATRIC COMMUNITY

Moderator: Sanjai Rao, MD

2:30 PM
Presession Survey 
Sanjai Rao, MD

2:30 PM
Self-Care/Burnout
Alana Iglewicz, MD

2:50 PM
Grief in a Pandemic
Alana Iglewicz, MD 

3:10 PM
Resilience
J. Eric Vance, MD

3:30 PM
Postsession Survey and Audience Q&A
Moderator: Sanjai Rao, MD
Panelists: Alana Iglewicz, MD; and J. Eric Vance, MD

SPECIAL LECTURES

Moderator: John J. Miller, MD

3:50 PM
Educator of the Year Lecture
Sheldon H. Preskorn, MD 

4:20 PM ADJOURN
  
Friday, October 1
7:00 AM REGISTRATION

8:00 AM
Welcome and Opening Remarks
John J. Miller, MD

SPECIAL REPORT ON 
MAJOR DEPRESSIVE DISORDER

Moderator: Sheldon H. Preskorn, MD

8:10 AM
Presession Survey
Sheldon H. Preskorn, MD

8:20 AM
Diagnostic Issues in Mood Disorders
Sidney Zisook, MD

8:40 AM
State-of-the-Art Treatment in Major Depressive Disorder
Sheldon H. Preskorn, MD

AGENDA

9:05 AM
Treatment-Resistant Depression
Michael Thase, MD

9:30 AM
Postsession Survey and Audience 
Q&A
Moderator: Sheldon H. Preskorn, MD
Panelists: Michael Thase, MD; and 
Sidney Zisook, MD

9:50 AM BREAK

SPECIAL REPORT 
ON BIPOLAR DISORDER

Moderator: Roger McIntyre, MD

10:20 AM
Presession Survey 
Roger McIntyre, MD
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Medical Crossfire®: Should Bipolar 
Depression Be Treated With 
Antidepressants?
Moderator: Roger McIntyre, MD
Panelists: Joseph F. Goldberg, MD; 
and Nassir Ghaemi, MD, MPH

11:00 AM
Bipolar Disorder: 
Early Intervention Strategies
Melissa DelBello, MD, MS

11:15 AM
Maintenance Therapy 
in Bipolar Disorder
Joseph F. Goldberg, MD 

11:30 AM
Combination Therapy 
in Bipolar Disorder
Nassir Ghaemi, MD, MPH

11:45 AM
Postsession Survey 
and Audience Q&A
Moderator: Roger McIntyre, MD 
Panelists: Melissa DelBello, MD, MS; 
Nassir Ghaemi, MD, MPH; and Joseph 
F. Goldberg, MD 

12:05 PM
Non-CME Symposia

PSYCHEDELICS AND 
CANNABIS IN PSYCHIATRY

Moderator: Sidney Zisook, MD

1:35 PM
Presession Survey
Sidney Zisook, MD

1:45 PM
Impact of THC on Adolescents: 
Neurodevelopment
Christopher J. Hammond, MD, PhD

2:15 PM
Emerging Research for Cannabis Use 
Indications
Itai Danovitch, MD

2:35 PM
The Evidence for Psychedelics in 
Psychiatry
Rick Doblin, PhD 

2:55 PM
Medical Crossfire®: How Useful Is 
Cannabis in Legitimate Psychiatry?
Moderator: Sidney Zisook, MD
Panelists: Itai Danovitch, MD; 
Rick Doblin, PhD; 
Christopher J. Hammond, MD, PhD
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Postsession Survey 
and Audience Q&A
Moderator: Sidney Zisook, MD
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Craig Nelson, MD 
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LGBTQ+ Perspectives in Psychiatry
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Cultural Challenges in Psychiatry 
(Immigrant Populations and Trauma, 
Going to Another Culture, etc)
Richard L. Merkel Jr, MD 

5:30 PM
Postsession Survey 
and Audience Q&A
Moderator: Anita Clayton, MD
Panelists: Richard L. Merkel Jr, MD; 
Craig Nelson, MD; and 
Jack Turban, MD, MHS

5:45 PM ADJOURN
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and Psychotherapy for 
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Differentiating Personality Disorders 
From Axis 1 Diagnoses
Mark Zimmerman, MD

2:10 PM
Borderline Personality Disorder
Carl Fleisher, MD

2:30 PM
Narcissism
James Knoll, MD 

2:50 PM
Postsession Survey and Audience 
Q&A
Moderator: John J. Miller, MD
Panelists: Carl Fleisher, MD; James 
Knoll, MD; J. Eric Vance, MD; Mark 
Zimmerman, MD

3:10 PM BREAK

HOT TOPICS: WOMEN’S HEALTH

Moderator: Anita Clayton, MD

3:40 PM
Presession Survey
Anita Clayton, MD

3:50 PM
Impact of Antidepressants 
in Pregnancy
Gail Erlick Robinson, MD, DPsych, 
FRCPC

4:20 PM
Substance Abuse Treatment: 
Addressing the Specific Needs of 
Women
Jennifer L. Payne, MD

4:40 PM
Postsession Survey 
and Audience Q&A
Moderator: Anita Clayton, MD
Panelists: Jennifer Lanier Payne, MD; 
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FRCPC, OOnt

FUTURE OF PSYCHIATRY

Moderator:  John J. Miller, MD

5:00 PM
Presession Survey
John J. Miller, MD
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Technology: Software, Apps, and 
Wearable Devices
Jacob Behrens, MD
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Emerging Pharmacologic Therapies
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Neuromodulation: The State of 
Transcranial Magnetic Stimulation
Linda L. Carpenter, MD 
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and Linda L. Carpenter, MD 
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FROM THE CHAIRMAN

Walking on 
Sunshine
W

ho doesn’t love summer? The days are longer and more carefree. 

This year, there is also a resurgence of energy and hope as many 

people begin to gather with family and friends, travel, visit a 

baseball stadium, and even send their children off to summer camp—all of 

which were missed last year with COVID-19 throwing a wet blanket over 

many traditional summer pastimes. 

The field of psychiatry has held an important and unique role during the 

pandemic, in monitoring and addressing the mental health sequelae of iso-

lation, quarantining, and grief, as well as the neuropsychiatric issues asso-

ciated with the virus. Although  many people feel they have cleared one of 

the last hurdles of this marathon, some folks have not been so fortunate. 

This month we feature 2 articles looking at the consequences of long-haul 

COVID-19 or postacute sequelae of SARS-CoV-2 infection (PASC). Eliz-

abeth LaSalvia, MD, Jason Maley, MD, and Matcheri Keshavan, MD, share 

their insights from working on the front lines at Beth Israel Deaconess 

Medical Center. Psychiatrists and clinicians like them are just beginning to 

understand the long-term consequences of this syndrome, including how to 

recognize it, how to treat it, and its prognosis. Similarly, Macy Bayern, MS, 

brings us into the world of 3 patients dealing with the neuropsychiatric se-

quela of COVID-19, serving as a reminder of the continued challenges 

presented by the virus, even as new infection rates continue to drop. 

Fortunately, medicine and psychiatry continue to rally. In February, the 

National Institutes of Health launched an initiative to further study long 

COVID and, just as this issue was going to press, NYU Langone Health 

announced that it was selected as the clinical science core. An interdisci-

plinary team will lead the investigation as multiple diverse patient groups 

are followed over time to track symptoms in hopes of better understanding 

treatment issues and the underlying mechanisms of PASC. 

Nonetheless, we remain resilient in the face of this ongoing crisis; in-

deed, the focus of this month’s Special Report is resiliency. Editorial Board 

member Phebe Tucker, MD, leads the charge in exploring this understudied 

area of psychiatry. In addressing the nurture versus nature debate, Ping 

Zheng, MD, PhD, and Andreas Maercker, MD, PhD, delve into the role of 

culture in determining and fostering resiliency. Meanwhile, Igor Linkov, 

PhD, MSc, and colleagues investigate the role of resiliency in healthy aging, 

which is a good goal for everyone.   

Indeed, the future seems brighter than ever. Most of the country has re-

opened its stores, restaurants, and places of worship, restoring a sense of 

normalcy. Perhaps it is a good time to kick back on a lounge chair with a 

copy of Psychiatry TimesTM and enjoy a lovely summer! ❒

Mike Hennessy Sr
Chairman and Founder, MJH Life SciencesTM
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FROM THE EDITOR

Perfecting the Trifecta
John J. Miller, MD | Editor in Chief

Imagine practicing medicine in 
the early 1900s before the ad-
vent of antibiotics, anesthesia, 

laboratory data, radiology, and in-
tensive care units. Clinicians did 
not need to know as much as we do 
today. Of course, that also meant 
there was less we could do for our 
patients. I can recall as a child 
during the 1960s my grandmother 
was hospitalized for a week for a 
headache—and the prescribed 
treatment was to rest.

Fortunately, we continue to ex-
pand our understanding in all med-
ical specialties at an exponential 
rate. Add to that the extraordinary 
demands of clinical practice, and at 
the end of our workday, we simply 
do not have the energy to read an 
onerously written article in a med-
ical journal. Not surprisingly, this 
void has been filled by medical 
conferences, where the goal is to 
focus on learning all that is new 
and important in our chosen field 
of medicine. These conferences are 
often enriched by reunions with 
our longtime friends and col-
leagues as well as by spending a 
few extra days vacationing away 
from our usual routines. This com-
bination of events likely enhances 
retention of the material learned 
and provides a well-needed respite 
from our daily medical practices.

In the attempt to keep mental 
health professionals up-to-date, the 
mission of Psychiatric TimesTM

since 1985 has been to provide ev-
idence-based, peer-reviewed, clin-
ically relevant information for psy-
chiatric clinicians in an engaging 
format. We appreciate your feed-
back that Psychiatric TimesTM is 
your go-to source for timely, di-
verse, and digestible monthly pub-
lication. Similarly, over the past 
several years, the Psychiatric 
TimesTM website has blossomed 
into a highly regarded resource 
with daily updates and a large ar-
chive to explore. 

The information trifecta has 
been completed with our annual 
CME conference, which is mod-
eled after our well-respected 
monthly publication. Through nu-
merous brief lectures—most 15 to 
30 minutes long—presented by 
leading topic experts, the confer-

ence provides a rich, diverse cur-
riculum that is designed to reward 
attendees with a meaningful and 
broad educational experience. 
Plus, the CME credits earned are a 
pleasant value-added perk.

The Annual Psychiatric TimesTM

World CME Conference will be 
held September 30 through October 
2. Building on last year’s successful 
virtual conference, we are excited 
to offer a hybrid conference model 
that allows attendees to participate 
in person—in San Diego, Califor-
nia—or virtually, with both formats 
providing access to the same great 
information and same outstanding 
faculty. In addition to updates on 
the usual topics like psychotic dis-
orders, affective disorders, and sub-
stance use disorders, presenters will 
share their experiences and insights 
on numerous specialty topics.

This year’s conference will begin 
with a mini-symposium on “Psychi-
atry in the Age of COVID-19,” ex-
ploring how our lives changed 
during this once-in-a-century pan-
demic, and how this experience has 
changed the way we practice psy-
chiatry, grieve from a global disas-
ter, and heal from the physical and 
mental scars left behind.

Needless to say, the past 18 
months have been extraordinary in 

DR MILLER is medical director, Brain 
Health, Exeter, New Hampshire; 
Editor in Chief, Psychiatric TimesTM; 
staff psychiatrist, Seacoast Mental 
Health Center, Exeter; Consulting 
Psychiatrist, Exeter Hospital, Exeter; 
Consulting Psychiatrist, Insight 
Meditation Society, Barre, 
Massachusetts.
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many ways: The United States and 
our world community came to a 
screeching halt as the COVID-19 
pandemic ramped up. So many as-
pects of life that we took for granted 
were off-limits, and we had to re-
imagine how to move forward safely. 
For instance, before the pandemic, I 
had never engaged in telemedicine. 
Yet, like so many of you, starting in 
mid-March 2020, I began meeting 
with all of my patients either through 
doxy.me or over a telephone line. 

I never fully adjusted to this new 
way of practicing psychiatry, and be-
ginning a few months ago, I started 
seeing patients again in my small but 
comfortable office. It has been fasci-
nating to hear the many different 
opinions about telemedicine. One 
thing seems clear: A hybrid model 
will likely become the “new normal” 
in health care delivery. 

Many other lessons have been 
learned—like the importance of self-
care for clinicians and caregivers—
and hopes for improvement abound 
as we venture forth. As many have 
said, returning to normal should not 

be the goal: We should aim to better 
incorporate the successful innova-
tions gleaned from the pandemic into 
our routines.

In addition, the COVID-19 pan-
demic remains unleashed in many 
countries, and although vaccination 
rates in the United States continue to 
rise, most of us still feel off-balance 
because of the raw experiences of the 
past 18 months. There is much to 
feel, discuss, share, and process 
about this viral pandemic, and this 
symposium’s sessions will explore 
all of that, as well as the psychiatric 
implications of COVID-19.

In another vein, the conference 
will feature a series of presentations 
examining what we know about can-

nabis, tetrahydrocannabinol, and 
cannabidiol, a timely focus with can-
nabis legalized—both medically and 
recreationally—in a rapidly growing 

number of states. In the not-so-dis-
tant future, it could be legalized 
throughout the United States. Simi-
larly, psychedelics, which had been 
marginalized since the 1960s, have 
resurfaced with possible benefits for 
some psychiatric disorders. For in-
stance, more than 50 clinical trials 
are currently registered with the US 
Food and Drug Administration re-
searching the putative benefits of 
psilocybin for various indications. 
How might psychedelics become a 
novel psychiatric treatment in our 
toolbox? The conference will ex-

plore new research and what you 
need to know.

So many more equally fascinating 
talks are scheduled. In partnership 
with Physicians’ Education Re-
source® (PER®), we are continuing 
our conference model of presenting 
many diverse topics in briefer time 
intervals to allow for a broad curricu-
lum, providing you with key take-
home points in a clear and focused 
manner. I invite you to review our 
entire conference schedule online at 
https://bit.ly/3fXHeHI and consider 
registering to attend either in person 
or virtually.

My favorite part of our annual 
conference is the ample time for fac-
ulty interaction with attendees to dis-
cuss cases or delve deeper into topics 
of interest. For participants attending 
in person, please join us for a net-
working reception on the evening of 
Friday October 1. If you have previ-
ously visited San Diego, you already 
know why it is such a special city. If 
you haven’t, it is time to find out.

I look forward to seeing you 
there—and learning together! ❒

» L. Allen Dobson Jr, MD, FAAFP

T he COVID-19 pandemic should have us re-
flecting on the state of our health care system 
as well as embarking in a national dialogue on 

what type of system we want for this country and 
what investments we need to attain that vision.

So many questions arise when considering the 
pandemic: Why were we so ill prepared to mount a 
national response? Why are health care costs so 
high? Why does so much of the population have 
such poor access to basic care, with racial and eco-
nomic disparities so pronounced? What should be 
our focus going forward? Here are a few thoughts 
and observations as we start examining some of the 
issues and begin that dialogue.

Clearly, health care delivery has undergone mas-
sive shifts over the past decade, but have those 
shifts brought us closer to a better system of care 
for our country? Looking back to 2000, it is inter-
esting to note that only a handful of the Fortune 500 
companies were involved in health care. Now 20 of 
them, including 6 of the top 10, have health care as 
a line of business.

This massive shift of major corporate interest 
into health care clearly signals that this realm rep-
resents the potential for big profit. The question 
that remains is whether that shift has, in fact, re-

sulted in better care at a lower price—either for the 
country as a whole or for the patients and busi-
nesses who pay the bills.

Many of the payment reforms implemented by 
the Centers for Medicare & Medicaid Services and 
now taken up by private payers—the reforms that 
promise to make providers more 
accountable and share more of the 
financial risk—have hastened this 
massive consolidation of the health 
care industry. This consolidation 
has occurred mainly among health 
care systems and the insurance in-
dustry as they have added vertical integration to 
their strategic plans. How has that changed the de-
livery of health care? Is care now more accessible, 
more affordable, and of higher quality, or have 
these reforms reduced access and competition and 
increased fragmentation of care?

As our nation fights its way out of this pandemic, 
we should examine how we can better prepare for 
future national health emergencies. Clearly, a 
greater investment in public health and basic pre-
paredness is essential. However, several aspects of 
our system need to be separately examined. 

Health care—along with good schools, grocery 
stores, and other locally operated basic services— 
sustains the economy of many small towns. This is 

evident in areas ranging from the Alaska frontier to 
the hearts of our inner-city communities. It is the 
norm for other industrialized countries.

Much has been written about the closing of our 
rural hospitals, but it may be worth examining more 
closely the effect of the loss of independent physi-
cians and pharmacies as well, not just as health care 
providers, but also as small businesses that contrib-
ute to the community as leaders and employers.

What is the effect of the purchase or consolida-
tion of health care resources? Do these changes 
sustain or grow the local economy by bringing 
more jobs and services, or do they, instead, just 

slow that economy’s decline as 
leaders and decision-making move 
to a distant corporate location, ser-
vices are streamlined and consoli-
dated elsewhere, and participation 
in local community activities is 
lost? Are we seeing the “Walmart 

effect” on locally owned health care businesses?
Now that the experience of the COVID-19 pan-

demic has shown the effectiveness of working from 
home, the fact that living close to work is no longer 
necessary may represent a new dawn for small 
towns, if we can reexamine how to make them via-
ble communities again with the health care, educa-
tion, and services people need and want.

Dr Dobson is a family physician and Editor-in-Chief 
of Medical Economics®. ❒

Let’s Use the Pandemic to Change 
Health Care for the Better

FROM THE PAGES OF

READ MORE AT: https://bit.ly/344txzW

We should aim to better incorporate the 
successful innovations gleaned from the 

pandemic into our routines.
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“I live in terror that I’m going to 
kill my mother,” Sims said. “That’s 
my biggest fear: I’m going to bring 
COVID home to her.”

At the Arkansas Industrial Traffic 
Association, Sims manages the com-
pany’s finances in person for security 
reasons. Seven individuals work in 
the office, and masks are not required 
at their desks, which scares her.

Sims’s concerns are widely 
shared. Between April and June of 
2019, nearly 11% of Americans ex-
perienced anxiety and/or depres-
sion, according to the National 
Center for Health Statistics Na-
tional Health Interview Survey.1

However, during the same time 
frame in 2020, when COVID-19 
began overwhelming the United 
States, the Centers for Disease 
Control and Prevention’s House-
hold Pulse Survey found that 35.6% 
of Americans reported symptoms 
of anxiety and/or depression.2

“Long haulers,” a recently popu-
larized term, are individuals experi-
encing long-term symptoms of 
COVID-19.3 Now, after more than a 
year of COVID-19 in the United 
States, data show that long haulers  
continue to experience  both physical 
and mental symptoms. 

The definition of mental long haul-
ers, especially those with mental 
health issues, is still developing. Syed 
Iqbal, MD, a psychiatrist and assistant 
professor at Baylor College of Medi-
cine, told Psychiatric TimesTM that al-
though he believes that COVID-19 
can cause long-term mental health 
problems, he is awaiting further longi-
tudinal data for proof. Some confir-
matory evidence has come in the form 
of study results published in The Lan-
cet Psychiatry, finding that 1 in 3 pa-
tients who recovered from COVID-19 
later developed neurological or psy-
chiatric conditions within 6 months of 
infection, with anxiety and depression 
topping the list.4

From Nervousness to 
Mental Health Disorder
What is really happening with these pa-
tients? To find out, Psychiatric TimesTM 

followed 3 women—Dawn Sims, 
Heather Scott, and Lisa Germain—
from November 2020 to February 2021, 
the time frame of the pandemic’s second 
US surge. Although three women is a 
small sample size, the impact of 
COVID-19 on these individuals’ mental 

states was massive. Their 3 stories were 
very different yet shared certain com-
monalities. 

Mainly, they shared a common 
distress about the persistent anxiety. 
In December 2020, that concern 
overwhelmed Sims. “I am 100% cer-
tain that I am going to get it, and I am 
100% certain that I’m going to give it 
to my mother,” she expressed.

From the time Sims was young, 
she was “a worrier,” but COVID-19 
exacerbated her tendencies. “I’m hav-
ing full-fledged panic attacks,” Sims 
said. “It’s gone from just being a ner-
vous person, to this.”

Heather Scott, aged 47 years, of 
Pinconning, Michigan felt the same 
way as Sims, except her anxiety started 
when she contracted COVID-19 in No-
vember 2020. Two months after her 
diagnosis and 1 month after her 
physical symptoms ceased, Scott re-
mained bedridden with depression 
and anxiety. 

“Everything about me changed—
not just physically, but mentally,” 
Scott said. “How does the sickness 
do that?”

Lisa Germain, aged 51 years, of 
Milton, Florida, wondered the same 
thing. She first felt anxious in July 
2020, when COVID-19 left her im-
mobilized by pain. Her physical 
symptoms finally subsided after 6 
months, but the disease left behind 
persistent anxiety. 

“I’m now functioning: my heart, 
my lungs, everything seems to be 
working. It’s just the mental,” ex-
plained  Germain. 

COVID-19 Anxiety as a 
Phobia
The association of anxiety with 
COVID-19 produced a new medical 
term, coronaphobia, coined by psy-
chologists Gordon Asmundson, PhD, 
and Steven Taylor, PhD, in the March 
2020 Journal of Anxiety Disorders.5

They determined that “intolerance of 
uncertainty, perceived vulnerability 
to disease, and anxiety (worry) 
proneness” can result  in a 
COVID-19–based phobia. 

Previous deadly viruses, including 
severe acute respiratory syndrome and 
Middle East Respiratory Syndrome, 
also caused a variety of mental health 
problems, according to “The Long-
Term Mental Health Effects of 
COVID-19,” an analysis published in 
November 2020.6 Issues included ma-

jor depressive disorder, anxiety, and 
phobias—but the problems caused by 
COVID-19 are distinct. 

For instance, in comparing 
COVID-19 with the Spanish flu, “We 
have the 2 dimensions of a virus that 
no virus other than [the Spanish flu 
of] 1918 has met: contagion and vir-
ulence,” Lloyd Sederer, MD, a psy-
chiatrist and adjunct professor at Co-
lumbia University’s Mailman School 
of Public Health, told Psychiatric 
TimesTM.

“This is a highly deadly disease 
that’s pervasive, and no one is spared 
the risk,” Sederer continued. “Many 
of the other [viruses] that have come 
and gone in the past 10 years were 
controllable; they didn’t have both 
components of the horror that 
COVID has.” 

Contracting COVID-19 
Evolving Anxieties 
Sims’ anxiety peaked in early Janu-
ary, when one of her biggest fears 
came t rue:  She contracted 
COVID-19. Still scared of harming 
her mother, Sims banned her mother 
from the house. But as the weeks 
passed, Sims’ anxiety shifted to 
COVID-19’s longer-term effects. 
When she was not asleep, Sims was 
online reading about other individu-

als’ lasting symptoms. 
All 3 women belong to a corona-

virus emotional support group on 
Facebook. They said they joined the 
group to vent and share experiences, 
but they agreed the comments and 
information shared in the group 
sometimes make them feel worse.

A study published in August 2020 
in Computers in Human Behavior 
Journal featured survey results looking 
at social media’s impact on mental 
health during the pandemic in residents 
of Wuhan, China.7 Investigators found 
that social media initially provided 
peer support, but increased exposure to 
COVID-19–related materials resulted 
in higher levels of depression.

On Scott’s good days, the group 
helped her feel less alone. Still, her 
physical isolation from others over-
whelmed her, and she sought help from 
a psychiatrist. 

A Silver Lining: Resilience 
During COVID-19
All 3 women had not received any 
therapy before COVID-19. Alana 
Mendelsohn, MD, PhD, a psychiatry 
resident at the Columbia University 
Medical Center, noted that patients 
with whom she had seen prior to 
COVID-19 were better able to handle 
COVID-19–related stress.

COVID-19 Mental Health 
Long Haulers
Continued from Cover
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“The patients would say, ‘I’ve already been in 
therapy, working on these issues, developing the 
skills,’” Mendelsohn explained to Psychiatric 
Times. Through previous therapy, these patients 
had increased their mental resilience and ac-
quired the necessary tools to better cope with 
COVID-19’s uncertainty and chaos.

Individuals who had not been in therapy prior 
to COVID-19 tend to struggle more, Mendelsohn 
said. Even individuals who did not previously 
need mental health care have developed pandem-
ic-induced mental disorders.

Study findings published in the December 
2020 Journal of Affective Disorders showed that 
participants with higher mental resilience experi-
enced less mental distress during the pandemic, 
although those with lower resilience had more 
difficulty coping .8

“As we learned from 9/11 and [superstorm] 
Sandy, some people are resilient, but not every-
body is,” Sederer explained. As the mental hy-
giene commissioner for New York City, he led 
the mental health–related responses to the 
events of September 11, 2001, to superstorm 
Sandy, and to other disasters.

Factors that predict lower resilience include 
“having a previous mental health or addiction 
problem,” said Sederer. “The people most pre-
dictable to get sick again were the ones who 
were sick before.”

“The mental health consequences of [the pan-
demic] are going to be with us for a very long 
time, unfortunately,” Mendelsohn added. 

That very sentiment is Scott, Germain, and 
Sims’ biggest fear. 

Looking to the Future
Sitting in her Florida home with self-described 
“anxiety knots” in her stomach, Germain 
yearned to feel like she can care for herself. She 
reported her anxiety was still “so freakin’ high.” 

Scott still gravitated to her bedroom in Michi-
gan, as her mental health issues persisted. “The 
mental [part] is the worst part of it all. It’s debil-
itating,” she said.

Sims fully recovered from COVID-19’s phys-
ical symptoms, but she did not recover from her 
heightened anxiety. “I’ll always feel like there’s 
potential that someone is carrying a disease that 
could spread,” she said. 

She still keeps her mother at a distance.

Ms Bayern recently earned her degree from 
the Columbia Journalism School in New York, 
New York. Previously, she was an associate 
staff writer at TechRepublic.
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The effects of COVID-19 are expected to last for 
a long time, with evidence for persistent and/or de-
layed significant symptoms beyond 4 weeks from 
the onset of acute illness.4 It has been observed that 
as many as three-fourths of patients hospitalized 
with COVID-19 had at least 1 ongoing symptom 6 
months after acute illness,5 and 30% of patients, 
even those with mild illness, have reported persistent 
symptoms for as long as 9 months.6 These long-term 
consequences include mental health issues, with 1 in 
3 COVID-19 survivors having persistent neurologi-
cal and/or psychiatric consequences.7

This recognized phase of prolonged illness, 
referred to by a variety of names including long 
COVID-19, long-haul COVID-19, and postacute 
COVID-19, has been recently designated by the 
National Institutes of Health as post-acute se-

quelae of SARS-CoV-2 infection (PASC).8

The Multifactorial Consequences of 
PASC
Although COVID-19 had initially been most noto-
rious for causing respiratory pathology, with the 
most vulnerable patients progressing to acute re-
spiratory failure,9 its extrapulmonary manifesta-
tions are now known to be prominent.10 PASC is 
viewed as a multisystem disease with an underly-
ing etiology still to be determined but possibly in-
volving dysregulated immune response, inflamma-
tion, microvascular thrombosis, and/or cellular 
damage from the virus.4 Although variable in pre-
sentation, PASC most commonly involves a con-
stellation of symptoms (Table).4,11 The symptoms 
of PASC range from mild to disabling with signif-

icant effects on quality of life, even in patients 
whose acute course of illness was mild or who 
were previously healthy and active.4,11

We have much to learn about PASC, due to the 
multiorgan system effects and the heterogeneity of 
symptoms in patients who survived COVID-19. 
Beth Israel Deaconess Medical Center, a patient 
care, teaching, and research affiliate of Harvard 
Medical School in Boston, has recently launched 
the Critical Illness and COVID-19 Survivorship 
Program. The program aims to integrate care 
among pulmonary, critical care, sleep medicine, 
psychiatry, cognitive neurology, neurology, geriat-
rics, social work, and physical and occupational 
therapy clinicians. Although the cases differ, 3 
deidentified vignettes demonstrate the core themes 
for patients presenting with PASC who are referred 
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to psychiatry through the new program. 

VIGNETTE 1

“Alma,” a woman aged 45 years, presents with a 
history of hypertension and a 4-week intensive care 
unit (ICU) stay due to acute respiratory failure, pro-
longed intubation, and paralysis after contracting 
COVID-19. Alma’s ICU stay was complicated by a 
course of delirium. She had been discharged home 
from a rehabilitation center more than 6 months pri-
or to her appointment. 

She has been referred for ongoing symptoms of 
posttraumatic stress disorder (PTSD) related to her 
ICU stay, significantly impaired sleep, and depressed 
mood. Additionally, Alma continues to struggle with 
ongoing memory and focus concerns, shortness of 
breath, and difficulty with weakness. Her cognitive 
and physical symptoms have improved, but they re-
main impairing.

The Mental Health Impacts of ICU 
Admissions
Prior to the COVID-19 pandemic, it had been in-

creasingly recognized that survivors of ICU admis-
sions commonly experience long-term physical, 
psychological, and cognitive impairments that ad-
versely impact their quality of life.12 This group of 
multisystem impairments is referred to as 
post-intensive care syndrome (PICS). More than 
50% of survivors of acute respiratory syndrome 
suffer from at least 1 feature of PICS a year after 
their ICU stay.12 More specifically, depression, 
anxiety, and PTSD are well characterized and per-
sistent manifestations of PICS.13 The differences in 
characterization and etiologies between PICS and 
the independent influence of COVID-19 is not yet 
understood.

VIGNETTE 2

After contracting COVID-19, “John,” a man aged 70 
years with a history of asthma, obstructive sleep ap-

nea, diabetes, and major depression, was hospi-
talized for 4 days due to low oxygen levels, 
which required treatment with steroids. 

John presents 3 months after hospitaliza-
tion with worsening depression, insomnia, 

breathlessness, and related anxiety. His mood is also 
influenced by frustration with obstacles in restarting 
home health services. Due to a lack of assistance, it 
has been difficult for John to keep up with his many 
follow-up appointments or go to the pharmacy to 
pick up medications and other medical supplies. He 
reports being quite lonely and has not seen his out-
of-state family for many months.

Identifying Predisposing Risk Factors 
for PASC
The outcomes for an individual after contracting 
COVID-19 will depend not only on the direct influ-
ence of the virus, but also on predisposing risk fac-
tors (ie, preexisting health conditions, socioeco-
nomic factors), the way their body responds to 
fighting off the virus (immune activation and/or 
dysregulation), and iatrogenic complications (ie, 
adverse effects of such medications as steroids and 
sedatives; hospital-acquired infections). Addition-
ally, issues arise related to recovering from the virus, 
which include the onus of having been ill, concern 
about infecting loved ones, and obstacles in having 
day-to-day needs met. The significant disruptions in 
life due to the pandemic, impacting ability to obtain 
care for health conditions or engage in preventative 
care, also are likely to play a role in health out-
comes.14 Furthermore, social isolation and loneli-
ness are important risk factors and drive negative 
health outcomes, especially in older adults.15

VIGNETTE 3

“Susan” is a woman, aged 40 years, with a prior ep-
isode of major depression that had been in remission 
and mild attention-deficit symptoms that had been 
well controlled. She presents more than 7 months 
after contracting COVID-19. 

During her acute course, she struggled with fever, 
cough, headache, shortness of breath, fatigue, and 
anosmia. Susan was evaluated in the emergency 
department due to the severity of her symptoms, but 
she did not require hospitalization. She has had per-

sistent symptoms of breathlessness, profound fa-
tigue, difficulty with concentration and memory, in-
somnia, and difficulty performing the duties of her 
job, which she has held for many years. She is re-
ferred for growing depression and feelings of hope-
lessness.

Symptoms of Lower Severity, but 
High Persistence 
This clinical presentation—a patient who is 
younger, previously healthy, with milder acute 
COVID-19 symptoms and persistently impairing 
symptoms longitudinally—is often referred to as 
long COVID-19. Earlier in the pandemic, this clin-
ical presentation was not fully recognized and, in-
deed, sometimes ignored or discounted.16

Long COVID-19 challenges clinicians more 
than ever to listen to patients and break down the 
false dichotomy between mental and physical 
health. The experience of feeling trivialized and 
frustrated by an overemphasis on the psychologi-
cal components of illness has been shared by sur-
vivors of prior coronavirus epidemics such as se-
vere acute respiratory syndrome (SARS) in early 
2000s and Middle East Respiratory Syndrome in 
2012.17 It also has been a common experience in 
patients diagnosed with myalgic encephalomyeli-
tis/chronic fatigue syndrome (ME/CFS), a com-
plex and disabling illness with features that overlap 
those of long COVID-19.18

The presentation of neuropsychiatric symptoms 
after COVID-19 are heterogeneous, and to some ex-
tent they may reflect variable and multifactorial 
causes. The either/or characterizations of symptoms 
by patients, clinicians, and society alike of psycho-
genic vs organic, psychological vs physiological, 
functional vs neurological, are all overly simplified 
and represent antiquated views of the brain-body 
connection.19,20 Breaking down long-standing silos 
in health care through the use of integrated multidis-
ciplinary teams will be critical to finding more effec-
tive treatments. Bridging this divide is urgent, not 
only to understand and treat the consequences of this 
pandemic, but also to face the longstanding issue of 
mental health stigmatization that serves as an endur-
ing barrier to patients seeking care for their mental 
health.21 Patients with PASC are at risk of mental 
health consequences, whether it be from the direct 
consequence of the virus, indirect consequences of 
quarantine and the pandemic, exacerbation of preex-
isting conditions, and/or ongoing challenges of cop-
ing with a new, poorly understood, chronic illness. 

Issues to Consider in Treatment and 
Recovery
Many patients slowly recover with supportive mea-
sures and symptomatic treatment.11 Much of the 
initial recovery recommendations focus on physi-

Table. Common Symptoms of PASC4,11

  Dyspnea
 Cough
  Racing heartbeat
  Profound fatigue
  Weakness
  Pain
  Dizziness
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  Problems with 
thinking and
memory (brain fog)

  Sleep disturbance
  Depression
  Anxiety
  Posttraumatic 
stress
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cal rehabilitation and support. There are not yet 
formalized standards of care in treatment of de-
pression and other mental health concerns in 
PASC. Notably, some patients with PASC may 
struggle with symptoms of dysautonomia such as 
persistent tachycardia and/or vulnerability to or-
thostasis, which may diminish tolerability to some 
psychotropic medications.4

A number of patients with long COVID-19, 
similar to patients with ME/CFS, have postexer-
tional fatigue.22 Therefore, pushing themselves to 
exercise beyond an identified energy envelope may 
be counterproductive and, in fact, propagate crash-
and-burn cycles.22 For that reason, care must be 
taken in suggesting exercise, an otherwise recom-
mended lifestyle intervention for improving stress, 
depression, cognition, and insomnia.

In addition to our standard treatments for de-
pression, anxiety, and PTSD, there are some 
emerging areas of interest. Breathing exercises 
have been a recommendation of post–COVID-19 
clinics and have benefited patients who have per-
sistent feelings of breathlessness. STASIS, a 
breathing program, is available online and has been 
utilized by patients with long COVID-19.23 Respi-
ratory rehabilitation has been suggested, especially 
when complemented by traditional Chinese medi-
cine approaches (ie, tai chi, qigong) that combine 
conscious breathing in coordination with body 
movement.24

Bhramari pranayama, a form of yoga that com-
bines breathing with humming, has also been rec-
ommended, not only because it can be calming, but 
because it may enhance nitric oxide expression.25

Mind-body interventions have long been compel-
ling for patients with ME/CFS, but heterogeneity 
in studies and small sample sizes limit our evi-
dence base.26 There are not yet systematic studies 
of mind-body interventions in PASC. Of note, tai 
chi provided some relief for survivors of SARS 
when they did not find adequate support from stan-
dard health care.27

App-based tracking of symptoms has been an 
important element in the fight against COVID-19.28

The COVID Symptom Study captures and ana-
lyzes daily symptom tracking in millions of app 
users in the United States and United Kingdom.29

It recently provided insight into long COVID-19, 
identifying the strongest predictor for ongoing ill-
ness as having 5 or more symptoms within the first 
week of illness.29 In the future, apps are likely to 
play an important role in complementing mental 
health treatment, allowing for real-time measure-
ment-based care, shared decision-making, and en-
hanced therapeutic alliances.30

Concluding Thoughts
We are only just beginning to understand 
COVID-19 and its consequences. It will take mul-
tiyear studies to elucidate long-term sequelae and 
to understand how to best help patients. Also, this 
virus has further elucidated the inequities in our 
society and in health care.31 Although this has been 
a time of tribulation, it is also a time that presents 
an opportunity to understand the trajectory of bio-
logical, psychological, and socioeconomic out-
comes that will allow us to move toward eroding 
the stagnancy of mind-body dualism and breaking 
down siloed care. It also presents the opportunity 
to find more satisfying outcomes and improved 

quality of life for those with chronic illnesses. 

Dr LaSalvia is a geriatric psychiatrist at Beth Israel 
Deaconess Medical Center (BIDMC) and an instruc-
tor at Harvard Medical School. She is the consulting 
psychiatrist for the BIDMC Critical Illness and 
COVID-19 Survivorship Program. Dr Maley is a pul-
monary and critical care physician at Beth Israel 
Deaconess Medical Center and a researcher at 
Harvard Medical School and the Massachusetts 
Institute of Technology. He directs the BIDMC Critical 
Illness and COVID-19 Survivorship Program. Dr 
Keshavan is Stanley Cobb Professor and Academic 
Head of Psychiatry at Beth Israel Medical Center and 
Harvard Medical School.
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Two Crises
I Didn’t 
Train For
Richard Berlin, MD

Telepsychiatry makes it easier for 

psychiatrists to treat patients by 

eliminating the need for either party 

to travel, with services provided from 

the safety and comfort of the 

psychiatrist’s home.
- a Telepsych website

I can still hear my patient shriek 

when a black bear appeared on camera 

behind me, circled the rose garden sundial, 

and reared up to study one small human 

shielded only by a sunroom screen, 

three hundred feral pounds of muscle 

and claw, almost as frightening 

as a virus a tenth of a micron wide.

Dr Berlin has been writing a 
poem about his experience of 
being a doctor every month for 
the past 23 years in Psychiatric 
TimesTM in a column called 
“Poetry  of the Times.” He is 

instructor in psychiatry, University of 
Massachusetts Medical School, Worcester, 
Massachusetts. ❒

Dr Berlin
poem about his experience of 

instructor in psychiatry, University of 
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» Phebe Tucker, MD

I n our psychiatric practices, we naturally focus on psy-
chopathology and the negative effects that adverse 
and traumatic experiences have on our patients’ men-

tal health. We assess disaster survivors’ maladjustment 
in order to develop policies for mental health recovery 
programs. However, the majority of individuals exposed 
to disasters or other traumatic events do not develop 
posttraumatic stress disorder (PTSD) or another lasting 
psychiatric disorder, although they may experience tem-
porary ripples on the surface of their emotional lives and 
subclinical symptoms for a time. 

In considering the patients seen by my 
residents and me, I am often in awe of the 
tremendous strength that many of them 
have developed despite experiencing 
horrific abuse, neglect, disasters, extreme 
poverty, major losses, and other trau-
matic events. Some who were severely 
abused or neglected as children become 
devoted parents or highly functional 
adults, albeit with effort. How do we un-
derstand this emotional hardiness?1 

Resilience is a relatively neglected re-
search topic. A Medline search for med-
ical literature related to “psychological 
resilience” revealed only 6471 articles, 
whereas a search for articles related to 
“PTSD” and “posttraumatic stress” (which does not in-
clude other mental health problems associated with 
trauma) identified 36,682 and 18,823, respectively. In fact, 
in my own research on biological markers for symptoms 
and diagnoses of PTSD, depression, and anxiety after di-
saster, we explored heart rate and blood pressure responses, 
heart rate vulnerability, and levels of cortisol, interleukin-2, 
and interleukin-6—yet we did not explore those markers 
or personal characteristics associated with resilience. 

Part of the problem is that resilience is difficult to 
define. Is it the absence of mental health diagnosis, or is 

it having temporary symptoms or symptom levels below 
a defined threshold of distress? Or is it having a fulfilled 
life and pursuing cherished life goals?

However we define resilience, what factors contrib-
ute to it? Are some individuals blessed with a fortunate 
genetic endowment or temperament? Some research has 
shown heritability of resilience to range between 33% 
and 52%. Research on resilience has implicated genetic 
variations in expression of neuropeptide Y and regula-
tion of the HPA axis, as well as polymorphisms in nor-
adrenergic and dopaminergic systems and serotonin 
transporter genes.2 Conversely, epigenetic factors in-

volve methylation, demethylation, and 
histone changes after stress, especially 
early life stress, which can change gene 
expression but not DNA structure, for a 
variable amount of time, contributing 
to psychiatric vulnerability.3 Does this 
“hop on, hop off” epigenetic model for 
stress response inversely explain emo-
tional hardiness? Recent research re-
sults point to an association between 
maternal resilience and increased cellu-
lar telomere length in newborns, with 
longer telomeres important in gene 
transcription, meiosis, and cellular lon-
gevity.4 Can promoting maternal adap-
tation to stress during pregnancy have 
protective factors in offspring? 

Other biological differences associated with positive 
or negative adjustment after emotional stressors include, 
but are by no means limited to, hippocampal volume, 
HPA axis reactivity, the mesolimbic dopamine pathway, 
and differences in inflammatory markers such as neuro-
peptide Y, cytokines, and C-reactive protein—before or 
after trauma exposure. 

Experience is also important in resilience. Would 
stress inoculation in developmental years—having just 
enough but not too much exposure to hardship—enable 
individuals to overcome lifetime adversity? This concept 
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has been noted in different cultures—for example, 
an African proverb intones, “Smooth seas do not 
make skillful sailors,” and William Shakespeare 
wrote, “Sweet are the uses of adversity,” in As You 
Like It. Moreover, as children learn to face inevitable 
life challenges, having love and support from parent 
figures or mentors can be protective. 

Other factors have been associated with emotional 
buoyancy: using active coping mechanisms, cogni-
tive reappraisal of negative thoughts, physical exer-
cise, mindfulness, and meditation.5 Having sufficient 
social support, higher socioeconomic status, and 
higher educational levels also protect individuals’ 
psyches. Thoughtful creators of everything from an-
cient religious and philosophical texts to modern neu-
robiological and psychological research have linked 
resilience and life satisfaction with the wisdom that 
can come with aging. Thus wisdom, resilience, and 
better health are promoted by the sharing of life expe-
rience lessons from older to younger generations.6

Drawing on the tenets of psychoanalysis, some 

experts have recommended the use of mature ego 
defenses, such as creativity, humor, and altruism, 
in the face of difficulty. Humor and altruism have 
the particular benefit of drawing others in, thus in-
creasing social support.7 

Relevant to our current pandemic, the results of 
a recent large study of frontline health care workers 
caring for hospitalized COVID-19 patients linked 
psychological resilience with positive emotions, 
self-efficacy, sense of purpose in life, and social 
support (including leadership support), as well as 
with avoidance of maladaptive behaviors, such as 
substance abuse.8 

In sum, resilience is a rich but understudied field 
for psychiatric research. In this Special Report, we 
are honored to present several expert colleagues’ 
wisdom on psychiatric resilience in diverse areas. 

Dr Tucker is vice chair of education for psychiatry 
and behavioral sciences, holds the Professor and 
Arnold and Bess Ungerman Endowed Chair in 

Psychiatry and the Robert Glenn Rapp Foundation 
Presidential Professorship of Medicine, and serves in 
the  Adult Mental Health Services at The University 
of Oklahoma College of Medicine, Oklahoma City. 
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Resiliency and Posttraumatic Growth: 
Cultural Implications for Psychiatrists
» Ping Zheng, MD, PhD; Andreas 
Maercker, MD, PhD

R esiliency is a common term that 
describes individuals’ amazing 
capacity for resistance. Its sib-

ling term, posttraumatic growth 
(PTG), is less well known, however. 
PTG describes the positive psycholog-
ical changes individuals will be able to 
notice in themselves in spite of a trau-
matic experience. Examples of PTG 
include statements such as, “Despite 
all the bad things that happened, I real-
ize that I feel much more connected to 
other people now,” or “After what hap-
pened, I find myself focusing more on 
what is important to me and not what 
others want me to do.”

The resiliency concept has had 
many academic mothers and fathers, 
including Emmy Werner, PhD, 
(1929-2017; developmental psychol-
ogist at the University of California), 
and George Vaillant, MD, (born 
1934; psychiatrist at Harvard Univer-
sity). The concept of PTG derives 
substantially from the work of psy-
chologists Lawrence G. Calhoun, 
PhD, and Richard G. Tedeschi, PhD, 
from the University of North Caro-
lina. Their cutting-edge research 
drew inspiration from ancient 
sources, including Greece and the Ju-
deo-Christian Bible, as well as some 
of the teachings of Hinduism, Bud-

dhism, and Islam that contain state-
ments on the possibility of positive 
change through one’s own suffering.1 

Over the past 20 years, the main 
area of application for PTG and resil-
iency research has remained posttrau-
matic stress disorder (PTSD). As this 
disorder is globally prevalent and one 
that affects many US immigrants, it is 
important to assess the relevance of 
these concepts in a global context, es-
pecially for individuals from socially 
disadvantaged countries. Also im-
portant is that comorbidities are com-
mon in many patients with psychiat-
ric disorders. Therefore, the area of 
application of PTG and resiliency re-
search has expanded to include more 
mental disorders. 

A significant question that has 
arisen from global research on the 
topic remains: How much resiliency 
and PTG can humans draw from 
themselves?

PTG, Positive Psychiatry, 
and Resiliency 
PTG has been reported in individuals 
who have experienced sudden loss of 
a loved one, chronic life-threatening 
medical conditions (eg, cancer, HIV 
infection), infectious diseases (eg, 
COVID-19), sexual assault/abuse, or 
refugee experiences.2,3 PTG may co-
exist with distress in the context of 
suffering and significant psychologi-
cal struggles. The changes associated 

with PTG are experiential and pow-
erful, encouraging survivors of ad-
versity to spend time altering their 
cognition of the world and the self. 

Resiliency is the trait-like capabil-
ity of maintaining normal psycholog-
ical functioning in the face of adver-
sities or challenging life conditions. 
It is associated with the ability to in-
teract flexibly with the environment 
and use personal resources effec-
tively. Resiliency is relatively stable 
but not static because this capability 
may grow through cognitively recon-

structing one’s understanding of ad-
versities, or it may grow during the 
recovery process. Therefore, the 
growth or development of resiliency 
may be accompanied by PTG. 

Positive psychiatry seeks to pro-
mote well-being through assessment 
and interventions involving positive 
psychosocial characteristics in indi-
viduals who suffer from, or are at 
high risk of developing, mental or 
physical illnesses.4 It started within 
the last decade and is still in the pro-
cess of establishing itself in the men-

Table. Essential Lessons of Resiliency and PTG Research for 
the Benefit of Patients 

Reparative plasticity   Known to operate in the neurological field after a 
stroke

  Also operates in the human psyche

International research   Shows that resiliency and PTG are initiated by 
interpersonal processes to a much greater 
extent than previously assumed 

  Is based on intrapsychic processes to only a 
minor degree

Books of preventive 
psychiatry

  Discuss the importance of we-resiliency in 
contrast to me-resiliency. The latter is attributed 
with comparatively far less potential

Spirituality   Has healing power

  May, in the form of religious rituals, affect levels 
of stress or anxiety among cultural groups 

  Can serve as a potentially important source of 
resiliency in situations of uncertainty, possibly 
preventing stress. Example: ritual healing as part 
of the local culture
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tal health field. Positive psychosocial 
intervention includes several compo-
nents: resiliency-enhancing training, 
mindfulness-based coping strategies, 
the meaning-making process, and 
culture-bound holistic healing. 

The assessed effectiveness of psy-
chosocial intervention comes from 
results of clinical studies that have 
focused on the meaning-making pro-
cess. The results of a pilot clinical 
study that used measurement-based 
interventions to identify and reframe 
the meaning of stressors for patients 
in the early stages of depression 
showed significant clinical improve-
ment in those patients.5 The out-
comes of clinical intervention pro-
grams emphasizing resiliency-based 
training have also provided evidence 
of positive psychosocial interven-
tions. Programs that include individ-
ualized resiliency-based training 
have been found effective in improv-
ing clinical outcomes in key domains 
of social and occupational function-
ing for psychiatric patients in the 
United States,6 Denmark,7 the United 
Kingdom,8 Norway,9 and Israel.10 

Cultural Understanding of 
Psychiatric Resiliency 
Culture is a a social constellation of 
components that include practices, 
competencies, ideas, symbols, values, 
norms, institutions, goals, constitutive 
rules, artifacts, and modifications of 
the physical environment. In clinical 
settings, culture involves contextual 
features, such as the economics, avail-
ability, and accessibility of services; 
patient variables, including differ-
ences in prevalence or manifestation 
of disorders, preference of alternative 
or informal services, health literacy, 
and adherence; and provider vari-
ables, such as referral bias and pa-
tient-clinician alliance. Cultural dif-
ferences in clinical representations of 
mental disorders have been evident in 
studies involving cultural samples. 

For example, various comparisons 
of cultural dynamics and symptom 
presentation in outpatients in Asia, 
North America, and Europe indicated 
that patients from Vietnam, China, 
and other Asian regions endorsed sig-
nificantly higher levels of somatic 
symptoms than their European and 
North American counterparts, despite 
similar levels of depression symptom 
severity.11,12 In addition, cultural dif-
ferences in understanding psychiatric 
stigma might influence whether US 
patients are viewed as more likely to 
endorse these symptoms than Chi-
nese patients. For instance, in com-
paring Chinese and US patients who 
have psychiatric disorders, the Chi-

nese sample scored lower than the US 
sample on positive symptoms such as 
hallucination, delusion, abstract 
thinking, stereotyping, anxiety, guilt, 
tension, and mannerisms.13 

Psychiatric resiliency refers to 
maintaining normal psychological 
functioning while responding to ad-
versities that are related to psychiat-
ric disorders. The inverse correla-
tions are found between resiliency 
and the severity of psychiatric disor-
ders, such as anxiety disorders,14 de-
pression,15 PTSD,16 attention-deficit/
hyperactivity disorder,17 and person-
ality disorders.18 Individuals with 
higher levels of symptom severity are 
more likely to demonstrate lower lev-
els of resiliency. While individuals 
with less resiliency may possibly ex-

perience positive changes in the af-
termath of their adverse experiences, 
higher levels of resiliency are none-
theless associated with higher levels 
of persistence and self-directedness 
in patients with chronic psychiatric 
illness.19 According to the Cloninger 
model, both environment (ie, charac-
ter dimensions) and genetic endow-
ment (ie, temperament dimensions) 
contribute to resiliency.20

Cultural factors may affect resil-
iency through genetics and environ-
ment. In terms of genetics, culture 
may contribute to, or interact with, 
individuals’ self-identifying process 
through biological characteristics 
(eg, skin color, eye color, or facial 
features associated with race), behav-
ioral phenotype (eg, eye movement 
deficits in schizophrenia), and the 
way they  perceive adversities related 
to psychiatric disorders. 

Environmentally, culture may 
shape resiliency by influencing hu-
man developmental processes and 
behavioral patterns through religion, 
education, and other physical cir-
cumstances. Research indicates that 
culture may moderate the relation 
between resiliency and psychiatric 
disorders such as PTSD.21 

As one of the most important com-
ponents of culture, religion may affect 
one’s comprehension of the world and 
the self (Table). Religious contexts 
and spiritual appraisals of traumatic 
events have a robust relationship with 

posttraumatic outcomes, including 
PTG. The trauma recovery process in-
volves rebuilding an assumptive world. 
Religion provides a meaning-making 
framework to process traumatic expe-
riences and its related distress, as has 
been evidenced by different cultural 
studies. For example, results of a study 
of Kashmiri children demonstrating 
PTG after experiencing a traumatic 
event indicated that religion had a pos-
itive effect on their coping.22 Many 
Asian cultures are not anchored in one 
particular religion; instead, spirituality 
in such cultures might be better under-
stood from an existential perspective. 
Thus, spirituality may be represented 
in a manner related to resilient behav-
ior and infused within a general ap-
proach to life in those cultures.

The Meaning and Implica-
tions of Resiliency
Preventive psychiatry aims to promote 
health and to protect individuals from 
developing mental disorders through 
early diagnosis, effective treatment, 
disability limitation, and rehabilita-
tion. Preventive assessment and inter-
vention have been found to reduce 
symptoms in some mental illnesses, 
including depression, psychosis, anxi-
ety, and conduct disorders.23 The use 
of positive psychosocial intervention 
to prevent mental disorders and allevi-
ate possible negative outcomes is part 
of the resiliency-enhancing process. 

When we as professionals ac-
knowledge patients’ ability to re-
cover and grow, they feel more un-
derstood despite their often ongoing 
state of suffering. Interventions in-
volving resiliency-enhancing and 
PTG-recognizing processes may 
benefit not only patients, but also 
health care workers and caregivers.

Dr Zheng is an assistant professor of 
psychology in the Division of Social & 
Behavioral Science at Elmira College. 
Dr Maercker is a professor and head of 
division for the Department of 
Psychology, Psychopathology, and Clinical 
Intervention at the University of Zurich. 
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“When we as professionals acknowledge 
patients’ ability to recover and grow, they 

feel more understood despite their 
often ongoing state of suffering.”
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Resilience and Healthy Aging
» Igor Linkov, PhD, MSc; Stephanie Galaitsi, 
MSEE; Katarzyna Klasa, MPH, BSN; and Andrew 
Wister, PhD

I n psychiatry and psychology, resilience is iden-
tified as an individual’s positive adaptation to 
life tasks under stressful and adverse social situ-

ations, or positive growth that mediates rates of 
recovery after disruptions.1-4 The concept describes 
dynamic coping capacity related to risk factors (eg, 
stressful life events such as disease, loss of social 
support, financial hardship).5 Psychological resil-
ience can be influenced by the interaction of inter-
nal factors (eg, cognitive capacity, personality, 
physical health) and external resources (eg, social 
status, financial stability).6 These can be lever-
aged—along with biological, psychological, so-
cial, and environmental protective and promotive 
factors—to shift an individual along the path from 
adversity and disruption to adaptation, recovery, 
wellness, and even growth.7,8 

We define “resilience” as the ability to recover 
from disruptions, in contrast to either preventing 
disruptions or allowing them to be deterministic.9 
This definition is consistent with the National 
Academies of Science (NAS) definition of resil-
ience in the face of natural disasters,10 a framework 
that can be applied to resilience for aging adults 
with applications to psychiatry.3 The critical func-
tions for aging adults in a resilience analysis might 
include the ability to live independently, or to en-
gage meaningfully in certain activities. In a psychi-
atric context, these critical functions can be defined 
by both patients and clinicians, rather than only by 
researchers who may not fully capture what indi-
viduals deem important.11 For psychiatric health in 
older adults, resilience includes acceptance that 
disruptions will arise over time and produce nega-
tive impacts, as well as that the effects of adversity 
do not have to be permanent or deterministic of 
future life experiences. 

Aspects of Resilience
Resilience, as envisioned by the NAS, is composed 
of 4 separate phases: preparing for a disruption, 
absorbing a disruption by decreasing certain criti-
cal functions (such as rationing food, water, en-
ergy, and communication during a disaster), recov-
ery, and finally, if possible, adaptation to improve 
critical functions. For older adults, these phases 
occur within an expected decline due to the normal 
aging process, and resilience theory aims at recov-
ery that fits a patient’s specific aging trajectory. A 
patient’s decline can be accelerated by disruptions 
such as the death of a partner, serious accident, or 
a pandemic. 

Among aging individuals, mental health and ill-
ness adversity may be long-term chronic, episodic, 
or acute, and it may require consideration of the life 
course. For instance, some individuals struggle 
with depression or bipolar disorder over many 
years, whereas others may face life crises, such as 
dementia or suicidal ideation, that arise during later 
life. Additionally, we can identify 2 contrasting ge-
neric resilience and aging trajectories: (1) declines 

in physiological and psychological resilience due to 
normal aging; and (2) increases in resilience due to 
social learning and successful coping strategies. 
The unique contexts of aging are incorporated into 
the resilience process (Figure 1).12

The resilience matrix, originally conceived by 
Linkov et al13 and based on system capabilities 
from Alberts and Hays,14 can be applied to an indi-
vidual (in conjunction with a clinician) to help de-
velop their psychiatric resilience. The resilience 
matrix emphasizes 4 domains of critical functions 
that can help a patient identify and articulate aspi-
rations and interventions within a resilience con-
text (Figure 2).13,14 In the case of psychiatric eval-
uation, the domains also could be characterized in 
4 ways (Table). 

Building Resilience Together
To apply these components of psychiatric resil-
ience and aging, the clinician will need to work 
with each individual patient to determine the crit-
ical function(s) most important for their recovery. 
Such critical components might include identity 
and self-image development to enhance meaning 
in life, relationships with family members, and 
the ability and desire to live independently. Clini-
cians can structure resilience-oriented treatment 
using the aforementioned matrix to prioritize crit-
ical functions before or during disruptions in or-
der to manage the absorption, recovery, and adap-
tion process.

For clinicians to operationalize the resilience 
matrix, they must differentiate resilience-by-de-
sign and resilience-by-intervention.15 The former 
assumes that a system can internally reconfigure to 
adjust and recover following a disruption, while 

the latter relies on external resources. 
In the case of clinicians, this resilience matrix 

can help frame the external support (resil-
ience-by-intervention) that a clinician might offer 
their patients. In addition to supporting patients 
after disruptions, the resilience matrix framework 
can provide avenues for patients to build internal 
resilience (resilience-by-design) for the future, or 
to mobilize existing internal resilience. A clinician 
focused on a particular patient can tailor resilience 
strategies that capitalize on the patient’s unique 
strengths and circumstances, which for older 
adults, compared with young individuals, include 
considerable experiential contexts and learning. 
Similar to designing resilient systems in engineer-
ing, psychiatrists can develop strategies to enhance 
individuals’ mental health. Ensuring overall men-
tal health through the use of relevant medications 
and treatments approximates resilience-by-inter-
vention in broader governance (like stockpiling 
resources in the case of crises). 

Disruptions can take many forms for patients, 
and a resilience-oriented treatment plan is not 
predicated on predicting which disruptions will 
arise. For clinicians, the preparation phase should 
establish a relationship with the patient that is char-
acterized by trust. This relationship, and other 
preparation areas that can be identified in collabo-
ration with the patient, constitute a suite of poten-
tial resilience systems that can be leveraged and 
enhanced before a disruption occurs. Protective 
factors might include a propensity to set conditions 
for rest, meditation, relaxation, restoration, and so-
cial engagement; development of mastery and 
self-confidence; practicing positive behaviors such 
as cultivating and maintaining loving, supportive 

Table. Four Domains of Resilience

Physical Physical integrity of body; continued use and/or enhancement of mental faculties

Informational Exposure to, collecting, and processing information; challenging oneself to learn and 
employ new information

Cognitive Emotional regulation and reintegration; decision models that acknowledge uncertainty, 
including engagement with biases and values. Focus is on use of the information and 
physical domains to make decisions 

Social Ability to interact, collaborate, and connect to other individuals; role maintenance; 
prosocial behaviors like empathy

Figure 1. Resilience, Aging, and Disaster Response12 
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EXPLORING RESILIENCY

relationships; and problem-solving ability.16 These 
constitute a patient’s resilience-by-design: mean-
ing the internally embedded perspectives, learned 
coping strategies, reflexes, and management strat-
egies that enable patients to face crises produc-
tively as they arise.

Building a patient’s resilience-by-design in the 
preparation phase provides the patient with the ap-
propriate tools or learned perspectives to apply 
when a disruption occurs, thereby initiating the 
absorption process. Absorption is the process of 
encountering the disruption and subsequent loss of 
critical function, which can vary in magnitude ac-
cording to resilient resources available. Such re-
sources include collaborative work with the clini-
cian, who can evaluate the components of the 
resilience matrix and identify elements or skills 
that may need clinical direction. The clinician can 
help the patient identify when the switch is made 
from absorption to recovery and guide the patient 
to the tools best suited for each stage. These resil-
ience-by-interventions rely on the clinician’s un-
derstanding of the patient’s needs and goals, and 
existing foundational resources, and the clinician’s 
ability to supplement any resources that are miss-
ing or depleted.

Finally, adaptation asks the patient to use the 
disruption as an opportunity to reevaluate and 
potentially change habits or behaviors that were 
either previously deficient or have become un-
tenable under new circumstances. This phase of 
resilience invites the patient to reimagine ways 
to support their critical functions, which should 
either ensure the return to the patient’s original 
trajectory or, possibly, their return to an im-
proved trajectory, if they have embraced the op-
portunity to evaluate and carefully optimize be-
liefs and behaviors.

Concluding Thoughts
This resilience matrix framework can be empow-
ering to older adults. At a population and public 
health level, the coronavirus pandemic has re-
vealed that older adults may be better positioned to 
cope with stressful situations, such as social isola-

tion, than their younger counterparts.17-19 The rea-
sons for this are numerous, and they likely include 
the confluence of more resources, previous learned 
experiences, and fewer responsibilities. Regardless 
of the reasons, the results of these studies provide 
a counterpoint to the idea that elderly patients are 
frail and helpless.

Ultimately, degradation to death remains an in-
evitability, but resilience can be part of the tool kit 
to prolong life and, equally important, to prolong 
the period when quality of life can be maximized. 
Some study results suggest that increasing psychi-
atric resilience could be comparable in importance 
with decreasing physical disability in terms of en-
suring successful aging.20 A resilience framework, 
structured by the resilience matrix, can help clini-
cians support patients prior to and during disrup-
tions to their lives, whether those disruptions are 
anticipated or not. 
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Figure 2. The Resiliency Matrix13,14

Critical 
function 
domains

Stages of resilience

PREPARE ABSORB RECOVER ADAPT

Physical

Informational

Cognitive

Social

Psychiatric TimesTM is proud to present the new video series “More Than Medicine” to share the activities you and your 
colleagues enjoy when the clinical work is done—from riding horses to painting to building homes for the homeless. 

If you are interested in sharing your story, write to us at PTEditor@mmhgroup.com.

TELL US MORE Do you have an interesting hobby or travel experiences you’d like to share with your colleagues?  
Do you find volunteer work fulfilling and want to share what you’ve learned and what you do?

PSY0721_012-013_SR-Linkov.indd   13PSY0721_012-013_SR-Linkov.indd   13 6/23/21   1:22 PM6/23/21   1:22 PM



Addiction & Substance Use
July 2021 w w w.p s yc hia t r i c t ime s .c om

14

» Sameer Hassamal, MD; and Sunita 
Hassamal, MD

T he rise in synthetic cathinone and cannabi-
noid use has been linked to a wide range of 
unpredictable effects, including agitation, 

psychosis, and delirium.1 Managing and stabilizing 
the complex toxic effects of these drugs can be 
challenging. 

Synthetic Cannabinoids 
Colloquially known as spice, these designer syn-
thetic cannabinoid receptor agonists have potent 
intrinsic activity at the cannabinoid (CB) 1 and 2 
receptors.2 The compounds were originally devel-
oped to study the endocannabinoid system, but 
they emerged as a drug of abuse in 2008.3 Initially 
designed to mimic the effects of 9-tetrahydrocan-
nabidiol, synthetic cannabinoids are 2 to 100 times 
more potent than marijuana at the CB1 and CB2 
receptor, resulting in a range of adverse neuropsy-
chiatric symptoms (Table 1).4 Furthermore, syn-
thetic cannabinoids are often adulterated with in-
gredients to either enhance or attenuate the drug 
high, resulting in clinically unpredictable toxico-
logical profiles.5 As a consequence, no specific 
toxidrome is associated with synthetic cannabinoid 
intoxication, and patients will typically present 
with a constellation of sympathomimetic, anticho-
linergic, and marijuana toxic effects (Table 2).6 
The most common sympathetic nervous system 
cardiovascular effects are tachycardia (46%) and 
hypertension (21%). The anticholinergic effects 
closely overlap with signs and symptoms of a sym-
pathomimetic toxidrome. Distinguishing symp-
toms specific to anticholinergic toxicity include dry 
skin, “cotton mouth,” absent bowel sounds, blurred 
vision, and urinary retention. Patients may also 
present with marijuana intoxication symptoms (eg, 
ataxia, delayed reaction time, and conjunctival in-
jection). Laboratory studies are indicated in cases 
of severe intoxication with agitation or seizures; 
the potential metabolic derangements that can re-
sult may be life-threatening. 

Synthetic Cathinones
Colloquially known as bath salts, these agents are 
synthetic psychostimulants structurally related to 
cathinone, a monoamine alkaloid found in the khat 
plant. They are commonly abused for their eu-
phoric, empathogenic, and stimulating effects. As 
substituted phenethylamines, synthetic cathinones 
are structurally and pharmacologically similar to 
amphetamine and 3,4-methylenedioxymetham-

phetamine (MDMA). The most commonly abused 
synthetic cathinones are 4-methylmethcathinone 
(mephedrone), 3,4-methylenedioxy-N-methyl-
cathinone (methylone), and 4-methylenedioxypy-
rovalerone.3,7 

Synthetic cathinones produce major effects on 
the central nervous system and are linked to adverse 
neuropsychiatric complications (Table 1). These 
agents stimulate the release of dopamine and inhibit 
the reuptake of epinephrine, norepinephrine, and 
serotonin, inducing a broad range of sympathomi-
metic, serotonergic, and hallucinogenic adverse 
toxidrome effects (Table 2).8 The most frequent 
sympathetic nervous system cardiovascular effects 
are tachycardia (46%) and hypertension (21%). The 
hallucinogenic effects (ie, perceptual distortions, 
depersonalization, synesthesia) can be highly dis-
tressing, often prompting emergency psychiatric 
care. Ancillary lab studies should be ordered in 
cases of severe agitation because of the increased 
risk for acute kidney injury, rhabdomyolysis, lactic 
acidosis, stroke, and intracranial hemorrhage. 

General Management Principles
The diagnosis of intoxication is based on a history 
of exposure and presence of characteristic signs 
and symptoms. Patients may unknowingly or inad-
vertently administer synthetic cannabinoids and 
cathinones, as these compounds are often adulter-
ated with other illicit drugs, such as MDMA.9  Pa-
tients will typically present with signs and symp-
toms of adrenergic neurohumoral activation.10 The 
neurotoxic symptoms (eg, aggression, confusion, 
and psychosis) may overlap with a primary mental 
illness; psychiatrists should rely on the clinical 
history and physical exam findings for an accurate 
diagnosis. In the setting of acute intoxication, 
urine immunoassay testing has a low positive pre-

The Rise in Synthetic 
Cannabinoids and Cathinones

dictive value for synthetic cannabinoids and cathi-
nones.11 The molecular geometry of synthetic can-
nabinoids and cathinones is ever changing, making 
it increasingly difficult to identify these com-
pounds via gas chromatography/mass spectrome-
try, which may not be readily available to assist in 
the diagnosis process.12 An atypical onset of psy-
chosis and agitation alongside hypersympathetic 
activation and a mixed toxidrome is strongly sug-
gestive of intoxication.

Psychiatrists should strongly consider the pos-
sibility of intoxication in any patient with no 
known psychiatric history, a negative urine drug 
screen, and no known contributing medical mim-
ickers presenting with a mixed toxidrome. Patients 
will not necessarily fit neatly into a particular toxi-
drome; rather, they present with overlapping signs 
and symptoms from multiple toxidrome classes. 
Consequently, differentiating synthetic cannabi-
noid and synthetic cathinone toxicity can be chal-
lenging. Regardless, supportive care and symptom 
management is the mainstay of the treatment. Ben-
zodiazepines are considered the first line of treat-
ment to reduce the sympathomimetic neural stimu-
lation (eg, hypertension, agitation, and seizures).13 

Addressing Agitation
Agitation is the most common neuropsychiatric 
complication associated with synthetic cannabi-
noid and cathinone ingestion. In fact, according to 
one report, 40% of intoxicated patients evaluated 
in an ED will experience severe agitation.14 The 
spectrum of psychomotor agitation can be objec-
tively measured and identified with a standardized 
rating scale such as the Behavioral Activity Rat-
ing Scale (BARS). For patients with mild-to-mod-
erate agitation (BARS score = 5 or 6), the patient 
may initially be calmed with verbal de-escalation 

Table 1. Common Adverse Neuropsychiatric Effects of Synthetic Cannabinoid and 
Cathinone Intoxication

Psychiatric 
symptoms

Estimated prevalence of patients 
experiencing synthetic 
cannabinoid reactions

Estimated prevalence of 
patients experiencing 
synthetic cathinone reactions

Agitation/irritability 25% 40%

Lethargy 14% 7%

Altered mental status 12% 13%

Hallucinations 11% 18%

Delusions 11% 18%

Seizures 4% 3%

Headaches 3% 3%
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techniques and environmental modification. For 
patients with moderate-to-severe agitation (BARS 
score > 6), benzodiazepines remain the first-line 
treatment.15 
Among the benzodiazepines, midazolam and lo-
razepam are considered the initial drugs of choice 
for decreasing agitation because of their rapid on-
set of action, short half-life, and parenteral route of 
administration availability. 16 Antipsychotics are 
commonly administered with benzodiazepines to 
manage the psychotomimetic effects.17 However, 
risks associated with antipsychotics in acute poi-
soning settings must be carefully considered since 
they may increase the risk of seizure induction, 
have anticholinergic effects, impair thermoregula-
tion mechanisms, and prolong the QTc interval.13 
Serotonergic sedatives such as fentanyl should be 
avoided because of the increased risk of serotonin 
toxicity associated with synthetic cannabinoids 
and cathinones.10 

Excited Delirium
A systematic review reported that 25% to 94% of 
patients diagnosed with excited delirium were re-
cently exposed to synthetic cannabinoids and/or 
cathinones. The American College of Emergency 
Physicians has provided guidance on evaluating 
excited delirium, for which a minimum of 6 of 10 
clinical criteria are required to make a diagnosis. If 
undertreated, the case-fatality rate is estimated to 
be 20%, partly due to catecholaminergic cardiore-
spiratory failure. The cornerstone of treatment is 
rapid sedation to reduce the sympathomimetic out-
flow and facilitate lifesaving treatments.18 

To date, no large-scale randomized controlled 
trials have evaluated pharmacological treatments 
for excited delirium. Nonetheless, the standard of 
care is to administer benzodiazepines and antipsy-
chotics to decrease psychomotor agitation. In the 
emergency setting, intramuscular (IM) ketamine 
(4-5 mg/kg) is increasingly used for sedation of 
agitated patients with excited delirium. Initial stud-
ies in the prehospital setting (emergency medical 
services) reported that intubation rates following 
ketamine administration were as high as 60%. 
Emerging literature supports that IM ketamine ad-
ministration in the hospital setting (ie, ED) is a safe 
and effective treatment for excited delirium while 
not significantly affecting the cardiopulmonary 
system.19 Mankowitz et al20 reported that more pa-
tients required intubation after ketamine adminis-
tration in the prehospital setting (30%) compared 
with the hospital setting (1.8%). Prospective stud-
ies conducted in the ED have demonstrated that 
there is no significant difference in incidence of 
complications between IM ketamine and IM halo-
peridol.21 The adverse effects of single doses of IM 
ketamine for agitation are generally transient and 
self-limiting; they include emesis, hypersalivation, 
recovery agitation (also known as emergence reac-
tion), hypertension, and tachycardia. Moreover, 
ketamine has other potential benefits, including a 
faster onset to sedation compared with benzodiaz-
epines and antipsychotics.21 There are observa-
tional reports of ketamine exacerbating psychosis 
in susceptible patients. Larger studies, however, 
have concluded that acute- and short-term ket-
amine administration for agitation does not in-
crease psychiatric inpatient admissions or ED psy-

chiatric evaluations.22 Physical restraints should be 
used as a last resort, primarily as a bridge to phar-
macologic treatment, as prolonged use of physical 
restraints is likely to worsen delirium and rhabdo-
myolysis, as well as lead to renal failure, electro-
lyte abnormalities, and arrhythmias.23

Psychosis and Psychotic Reactions
Synthetic cannabinoids have been linked to psy-
chotic reactions, such as paranoia, catatonia, and 
dissociation, as well as auditory and/or visual hal-
lucinations.24 Longitudinal studies have reported 
that consumption of potent cannabinoids quintu-
ples the risk of a psychotic episode.25 The psy-
chotomimetic effects are usually transient and re-
solve within 5 to 8 days; however, up to one-third 
of patients will transition to schizophrenia.26 Al-
though there is no established antidote, prelimi-
nary reports suggest that cannabinol, an allosteric 
modulator at the CB1 receptor, may reverse the 
neurotoxic effects.27 

Similarly, synthetic cathinones have propsy-
chotic effects, potentially triggering a psychotic 
state in vulnerable patients. An observational study 
reported that synthetic stimulants were implicated 
in approximately 25% of ED visits involving drug-
related psychosis. Specifically, mephedrone was 
the most common synthetic cathinone involved, ac-
counting for approximately 20% of stimulant-re-
lated psychotic cases.28 Synthetic cathinone-induced 
psychosis is typically brief and resolves within days 
to weeks; however, 25% of patients will transition 
to a schizophrenia spectrum disorder.26

The psychotomimetic symptoms can be con-
trolled with first- and second-generation antipsy-
chotic medications with careful consideration of 
adverse effect profiles. Among the first-generation 
antipsychotics, the butyrophenone neuroleptics IM 
haloperidol and IM droperidol are reasonable phar-
macotherapeutic options.29 In comparison with IM 
haloperidol, IM droperidol has a faster onset of ac-
tion; it rapidly prevents and treats emergent psy-
chotic agitation within 5 to 10 minutes of IM ad-
ministration.30 Some expert panels have 
recommended avoiding butyrophenone neurolep-
tics in cases of substance-induced psychosis due to 
its proconvulsant properties, cardiotoxic effects, 
and extrapyramidal symptoms. 

Among the second-generation antipsychotics, po 
olanzapine has a track record of treating NPS-in-
duced psychosis, and prodrug websites have touted 
olanzapine as the ideal medication to terminate “bad 
trips.”31 In spite of its efficacy, olanzapine has anti-
cholinergic and central thermoregulatory effects 
that impair core temperature regulation. In theory, 
po or IM aripiprazole and ziprasidone are probably 
the safest antipsychotics to administer because of 
their relatively favorable safety profile and negligi-
ble anticholinergic and seizurogenic effects.13 

Despite the infamous concerns about QTc pro-
longation, epidemiological studies do not support 
a correlation between ziprasidone and torsades de 
pointes. In many instances, detoxification with 
benzodiazepines and rest will often quell the sub-
stance-induced symptoms without the added need 
for antipsychotics. Given the risks associated with 
neuroleptics, especially in patients who are anti-
psychotic naïve, it may be best to consider a ben-
zodiazepine as the first-line agent to reduce the 

psychotic agitation. Antipsychotics can be initiated 
if the psychosis continues to persist after the de-
toxification period, or if the patient has an underly-
ing primary psychotic illness.

Conclusions
Synthetic cannabinoid and cathinone harms are in-
creasing. Synthetic cannabinoids and cathinones 
have propsychotic and agitative effects, and the 
toxic reactions can mimic a primary mental illness. 
Because no definitive diagnostic test differentiates 
primary vs secondary drug-induced mental illness, 
psychiatrists must rely on the history and physical 
examination. 

Dr Sameer Hassamal is an assistant professor of 
medical education and psychiatry at California 
University of Sciences and Medicine, Arrowhead 
Regional Medical Center, in San Bernardino. Dr 
Sunita Hassamal is a core faculty member for the 
Internal Medicine Residency Program at 
Arrowhead Regional Medical Center, San 
Bernardino. The authors have no relevant financial 
disclosures to report.

REFERENCES
1. Cohen K, Weinstein AM. Synthetic and non-synthetic cannabinoid 
drugs and their adverse effects—a review from public health prospec-
tive. Front Public Health. 2018;6:162.
2. Tai S, Fantegrossi WE. Pharmacological and toxicological effects of 
synthetic cannabinoids and their metabolites. Curr Top Behav Neurosci. 
2017;32:249-262.
3. Wiley JL, Marusich JA, Huffman JW, et al. Hijacking of basic research: 
the case of synthetic cannabinoids. Methods Rep RTI Press. 
2011;2011:17971.
4. Castaneto MS, Gorelick DA, Desrosiers NA, et al. Synthetic cannabi-
noids: epidemiology, pharmacodynamics, and clinical implications. Drug 

Table 2. Common Signs and Symptoms 
of Synthetic Cannabinoid and Cathinone 
Toxicity

Physical exam 
findings

  Tremor 

  Cold extremities

  Dry mouth

  Dry skin

  Conjunctival injection

  Nystagmus

  Sweating 

  Dilated pupils 

  Mydriasis

  Hypertonia

  Myoclonus

  Muscle jerking

  Shortness of breath

Vital signs   Hyperpyrexia 

  Hypertension 

  Tachycardia

  Tachypnea

Lab findings   Metabolic acidosis

  Hypokalemia

  Hyponatremia

  Hypermagnesemia

  Elevated creatinine kinase

Cardiovascular   Chest pain 

  Palpitations 

  Ventricular tachycardia 

  Ventricular fibrillation

PSY0721_014-018_Addiction-Neuro.indd   15PSY0721_014-018_Addiction-Neuro.indd   15 6/23/21   1:22 PM6/23/21   1:22 PM



16 P S YC HI AT R IC T IME S™
w w w.p s yc hia t r i c t ime s .c om

Alcohol Depend. 2014;144:12-41.
5. Zuba D, Byrska B. Prevalence and co-existence of active compo-
nents of ‘legal highs.’ Drug Test Anal. 2013;5(6):420-429.
6. Bilici R. Synthetic cannabinoids. North Clin Istanb. 2014;1(2):121-
126.
7. Weinstein AM, Rosca P, Fattore L, London ED. Synthetic cathinone 
and cannabinoid designer drugs pose a major risk for public health. 
Front Psychiatry. 2017;8:156.
8. Baumann MH, Walters HM, Niello M, Sitte HH. Neuropharmacology 
of synthetic cathinones. Handb Exp Pharmacol. 2018;252:113-142.
9. Oliver CF, Palamar JJ, Salomone A, et al. Synthetic cathinone adul-
teration of illegal drugs. Psychopharmacology (Berl). 2019;236(3):869-
879.
10. Riederer AM, Campleman SL, Carlson RG, et al; Toxicology Inves-
tigators Consortium (ToxIC). Acute poisonings from synthetic canna-
binoids – 50 U.S. Toxicology Investigators Consortium registry sites, 
2010-2015. MMWR Morb Mortal Wkly Rep. 2016;65(27):692-695.
11. Arntson A, Ofsa B, Lancaster D, et al. Validation of a novel immu-
noassay for the detection of synthetic cannabinoids and metabolites 
in urine specimens. J Anal Toxicol. 2013;37(5):284-290.
12. Moeller KE, Kissack JC, Atayee RS, Lee KC. Clinical interpretation 
of urine drug tests: what clinicians need to know about urine drug 
screens. Mayo Clin Proc. 2017;92(5):774-796.
13. Bonaccorso S, Metastasio A, Ricciardi A, et al. Synthetic cannabi-
noid use in a case series of patients with psychosis presenting to 
acute psychiatric settings: clinical presentation and management is-
sues. Brain Sci. 2018;8(7):133.
14. Katz KD, Leonetti AL, Bailey BC, et al. Case series of synthetic 
cannabinoid intoxication from one toxicology center. West J Emerg 
Med. 2016;17(3):290-294.
15. Nordstrom K, Zun LS, Wilson MP, et al. Medical evaluation and 
triage of the agitated patient: consensus statement of the American 
Association for Emergency Psychiatry Project BETA Medical Evalua-
tion Workgroup. West J Emerg Med. 2012;13(1):3-10.
16. Hui D. Benzodiazepines for agitation in patients with delirium: 
selecting the right patient, right time, and right indication. Curr Opin 
Support Palliat Care. 2018;12(4):489-494.
17. Roberto AJ, Lorenzo A, Li KJ, et al. First-episode of synthetic 
cannabinoid-induced psychosis in a young adult, successfully man-
aged with hospitalization and risperidone. Case Rep Psychiatry. 
2016;2016:7257489.
18. Gonin P, Beysard N, Yersin B, Carron P-N. Excited delirium: a sys-
tematic review. Acad Emerg Med. 2018;25(5):552-565.
19. Li M, Martinelli AN, Oliver WD, Wilkerson RG. Evaluation of ket-
amine for excited delirium syndrome in the adult emergency depart-
ment. J Emerg Med. Published online November 14, 2019. 
20. Mankowitz SL, Regenberg P, Kaldan J, Cole JB. Ketamine for 
rapid sedation of agitated patients in the prehospital and emergency 
department settings: a systematic review and proportional meta-
analysis. J Emerg Med. 2018;55(5):670-681.
21. Heydari F, Gholamian A, Zamani M, Majidinejad S. Effect of intra-
muscular ketamine versus haloperidol on short-term control of severe 
agitated patients in emergency department: a randomized clinical 
trial. Bull Emerg Trauma. 2018;6(4):292-299.
22. Lebin JA, Akhavan AR, Hippe DS, et al. Psychiatric outcomes of 
patients with severe agitation following administration of prehospital 
ketamine. Acad Emerg Med. 2019;26(8):889-896.
23. Annas GJ. The last resort—the use of physical restraints in med-
ical emergencies. N Engl J Med. 1999;341(18):1408-1412.
24. Hurst D, Loeffler G, McLay R. Psychosis associated with synthetic 
cannabinoid agonists: a case series. Am J Psychiatry. 
2011;168(10):1119.
25. Di Forti M, Marconi A, Carra E, et al. Proportion of patients in south 
London with first-episode psychosis attributable to use of high po-
tency cannabis: a case-control study. Lancet Psychiatry. 
2015;2(3):233-238.
26. Murrie B, Lappin J, Large M, Sara G. Transition of substance-in-
duced, brief, and atypical psychoses to schizophrenia: a systematic 
review and meta-analysis. Schizophr Bull. 2020;46(3):505-516.
27. Hudson R, Renard J, Norris C, et al. Cannabidiol counteracts the 
psychotropic side-effects of delta-9-tetrahydrocannabinol in the ven-
tral hippocampus through bidirectional control of ERK1-2 phosphory-
lation. J Neurosci. 2019;39(44):8762-8777.
28. Martin Vallersnes O, Dines AM, Wood DM, et al; Euro-DEN Re-
search Group. Psychosis associated with acute recreational drug 
toxicity: a European case series. BMC Psychiatry. 2016;16:293.
29. Calver L, Drinkwater V, Gupta R, et al. Droperidol v. haloperidol for 
sedation of aggressive behavior in acute mental health: randomized 
controlled trial. Br J Psychiatry. 2015;206(3):223-228.
30. Thomas H Jr, Schwartz E, Petrilli R. Droperidol versus haloperidol 
for chemical restraint of agitated and combative patients. Ann Emerg 
Med. 1992;21(4):407-413.
31. Valeriani G, Corazza O, Saverio Bersani F, et al. Olanzapine as the 
ideal “trip terminator”? analysis of online reports relating to antipsy-
chotics’ use and misuse following occurrence of novel psychoactive 
substance-related psychotic symptoms. Hum Psychopharmacol. 
2015;30(4):249-254. ❒

Neuropsychiatry
JulY 2021 w w w.p s yc hia t r i c t ime s .c om

» Rajesh R. Tampi, MD, MS, DFAPA, DFAAGP

T he English word apathy originates from the 
Greek word apathes, which means “without 
pathos or feeling,”1 but scholars have shared 

various definitions. For example, Robert S. Mar-
tin, MD, defined apathy as a syndrome of primary 
motivational loss that is not attributable to emo-
tional distress, intellectual impairment, or dimin-
ished level of consciousness.2 According to Drs 
Richard Levy and Bruno Dubois apathy is the 
quantitative reduction of self-generated voluntary 
and purposeful behaviors, which are observable 
and can be quantified.3 In addition, the underlying 
mechanism(s) responsible for apathy may be seen 
as dysfunctions occurring at the level of elabora-
tion, execution, and control of goal-directed be-
haviors. According to an international consensus 
criterion, apathy is defined as a disorder of moti-
vation in which the symptoms are present for at 
least 4 weeks.4 In addition, 2 of the following 3 
should be present: reduced goal-directed behav-
ior, reduced goal-directed cognitive activity, and 
reduced emotions. Furthermore, these symptoms 
cause clinically significant impairments in per-
sonal, social, occupational, or other important 
areas of functioning, with such symptoms not ex-
clusively explained by or due to other causes (ie, 
physical disabilities [such as blindness or loss of 
hearing], motor disabilities, diminished level of 
consciousness, or direct physiological effects of a 
substance [such as a drug of abuse or a 
medication]).

Epidemiology
Apathy is seen in approximately 1.4% to 
15.8 % of individuals who have no cog-
nitive deficits.5 It is also seen among in-
dividuals with major depressive disor-
der, schizophrenia, strokes, multiple 
sclerosis, and traumatic brain injury. 
Apathy is more prevalent among indi-
viduals with neurodegenerative disor-
ders than in those free of such disorders.6 

Apathy has been noted throughout 
the spectrum of neurocognitive disor-
ders (Figure).1,6,7,9-11 The prevalence rates for apa-
thy among individuals with mild cognitive impair-
ment ranges from 3.1% to 50.5%.8 Apathy is also 
the most frequently reported behavioral symptom 
among individuals with dementia. The results of 
one study showed that individuals with frontotem-
poral dementia (FTD) and vascular dementia 
(VaD) report more severe apathy than individuals 

with Alzheimer disease (AD).12 
Apathy usually appears early in dementia and 

tends to persist throughout; it is associated with 
longer illness duration and it worsens with the pro-
gression of dementia.9 Risk factors for developing 
apathy include older age and greater severity of 
cognitive impairment. Akyol et al found that apa-
thy was correlated with the degree of cognitive 
impairment among individuals with AD and VaD, 
but not with FTD; but apathy did not correlate with 
age or gender in individuals with AD, FTD, and 
VaD. Additionally, the degree of apathy correlated 
with the level of functional impairment and de-
mentia severity across all 3 types of dementia.12

Individuals with dementia who present with 
apathy often have more rapid cognitive decline 
and are more impaired in their activities of daily 
living.1 In addition, apathy increases the risk for 
earlier institutionalization among individuals with 
dementia.9 Distress is also significantly higher 
among caregivers of individuals with dementia 
who have apathy, when compared with individu-
als with dementia without it.1 Apathy is also as-
sociated with increased risk for death among indi-
viduals with dementia.13 

Neurobiology 
Emerging evidence indicates that apathy in indi-
viduals with dementia occurs due to a complex 
interaction among neuroanatomy, neuropathol-
ogy, neurochemistry, and genetics.7 Among indi-

viduals with AD, apathy is associated 
with an increased neurofibrillary tangle 
burden in the parahippocampal, frontal, 
and parietal regions, in addition to the 
anterior cingulate gyrus. Emerging evi-
dence indicates that the severity of apa-
thy is also associated with amyloid 
plaque burden, especially in bilateral 
frontal cortices and the right anterior 
cingulate gyrus along with other corti-
cal areas of the brain.14,15 

One study that evaluated the cerebro-
spinal fluid (CSF) biomarkers among 
individuals with AD showed that apathy 
was significantly correlated with tau 

and p-tau, but not with amyloid β1–42.16 Another 
study examined regions of cortical thinning 
and CSF biomarkers (amyloid-β 1-42, total tau, 
and phosphorylated tau) among 3 groups—clini-
cally normal elderly individuals, individuals with 
mild cognitive impairment, and individuals with 
mild AD dementia with apathy—and found that 
reduced baseline inferior temporal cortical thick-
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ness was predictive of increasing apa-
thy over time.17 The investigators of 
this study did not find any association 
between CSF biomarkers and the se-
verity of apathy in cross-sectional or 
longitudinal analyses. 

Another study found that individu-
als with AD and apathy had a loss of 
white matter integrity in the genu of 
the corpus callosum when compared 
with individuals with AD without 
apathy.18 In addition, the loss of white 
matter integrity in the genu, body, and 
splenium of the corpus callosum was 
negatively correlated with the sever-
ity of apathy among individuals with 
AD. Neuroradiological studies indi-
cate that the dysfunction of the ante-
rior cingulate cortex is the strongest 
anatomical correlate of apathy in AD, 
whereas lesions of the basal ganglia 
are the most common correlates of 
apathy in cerebrovascular disorders.19 

Neuroimaging studies indicate 
that the apathy among individuals 
with behavioral variant of FTD is as-
sociated with prominent atrophy in: 
the dorsal anterior cingulate cortex, 
dorsolateral prefrontal cortex, right 
caudate (including the ventral stria-
tum), right temporoparietal junction, 
right posterior inferior and middle 
temporal gyri, and left frontal oper-
culum-anterior insula region.20,21 

A recent meta-analysis that ana-
lyzed data from 41 studies indicated 
that apathy is associated with hypo-
metabolism and a decrease in gray 
matter volume in the left inferior 
frontal gyrus.22 The investigators also 
found altered brain perfusion and de-
creased gray matter volume in the 
anterior cingulate cortex among indi-
viduals with AD, and decreased gray 
matter volume in the inferior frontal 
gyrus and parietal cortex among indi-
viduals with FTD. These findings 
indicate that apathy occurs due to a 
cortical dysfunction of areas involved 
with executive cognitive processing 
(action planning) and emotional reg-
ulation (autoactivation and reward 
processing).

Individuals with AD and apathy 
have been found to have reduced do-
paminergic activity in the putamen, 

reduced acetylcholine in the lateral 
frontal cortex, and lower levels of 
plasma gamma-aminobutyric acid.7 
In evaluating the association between 
apolipoprotein E ɛ4 allele and apathy 
in probable AD, investigators found 
that the presence of this allele was 
indeed significantly associated with 
apathy in these individuals.  

Assessment
Among individuals with dementia, 
the assessment of apathy is often 
complicated. It is particularly diffi-
cult to distinguish between reduced 
motivation to do things due to apathy 
and the loss of ability or motivation 
secondary to cognitive dysfunction. 
Additionally, there may be overlap 
between symptoms of apathy and de-
pression (Table 1).7 Often, as well, 
psychotropic medications (ie, anti-
psychotics, antidepressants) are used 
to treat neuropsychiatric symptoms 
(NPS) of dementia, and the adverse 
effects of these medications include 
fatigue, lethargy, listlessness, and de-
creased initiative to respond to exter-
nal stimuli. These AEs can mimic 
symptoms of apathy among individu-
als with dementia.1 

The scales that have been devel-
oped for the assessment of apathy 
include the Apathy Evaluation Scale 
(AES), the Structured Clinical Inter-
view for Apathy, the Apathy Scale, 
the Apathy Inventory, the Dementia 
Apathy Interview and Rating 
(DAIR), and the Lille Apathy Rating 
Scale (LARS).7 Among these scales, 
only the DAIR was designed for use 
among individuals with dementia. 
The Apathy Scale for Dementia Pa-
tients in Nursing Homes was de-
signed to measure apathy among in-
dividuals with dementia who live in 
institutional settings.23 The Neuro-
psychiatric Inventory (NPI) is con-
sidered the gold standard for the as-
sessment of NPS among individuals 
with dementia. However, the use of a 
single domain from the NPS prevents 
a comprehensive assessment of all 
dimensions of apathy among indi-
viduals with dementia. A recent sys-
tematic review found that the DAIR, 

the AES–clinical version (AES-C) in 
AD, and the LARS in Parkinson dis-
ease (PD) had psychometrically fa-
vorable qualities and the highest 
quality among the scales used to as-
sess apathy among individuals with 
neurodegenerative disorders.24 

Treatments
Available evidence indicates that both 
nonpharmacological and pharmaco-
logical treatment modalities can ben-
efit individuals with dementia who 
present with apathy (Table 2).1 

A systematic review by Brodaty et 
al found that therapeutic activities—
including stimulation, creative activi-
ties, cooking, Montessori methods, 
music, exercise, multisensory stimu-
lation, and pet therapy—as well as 
placement in special care units may 
improve apathy among individuals 
with dementia.25 Another recent sys-
tematic review by Cai et al, evaluat-
ing the effectiveness of nonpharma-
cological interventions among 
individuals with dementia and apa-
thy, also found that multisensory 
stimulation, music therapy, cognitive 
stimulation, and pet therapy are use-
ful in improving symptoms of apa-
thy.26 Cai et al found limited evidence 
as well for the efficacy of art, exer-
cise, reminiscence, and occupational 
therapies; dementia special care 
units; comprehensive interventions; 
nursing staff education; and behav-
ioral management techniques (ie, 
therapeutic conversations, progres-
sive muscle relaxation). They found 
that the effects of psychomotor ther-
apy and validation therapy were still 
unclear; evidence also indicates that 
receptive music therapy is better than 
interactive music therapy. Pet therapy 
that includes the introduction of do-
mestic pets and companion robots 

tends to reduce loneliness and im-
prove well-being. Tailoring the over-
all lifestyle of individuals with de-
mentia to increase recreational 
activities, physical exercise, cogni-
tive stimulation, and social activities 
also reduces apathy.

Various pharmacological agents 
have been trialed for the treatment of 
apathy,5 including acetylcholinester-
ase inhibitors (ChEIs), memantine, 
stimulants, calcium antagonists, and 
antipsychotics.9 In their systematic 
review and meta-analysis, Sepehry et 
al found a total of 15 randomized 
controlled trials that assessed the ef-
ficacy of pharmacotherapy.13 For 
cognitive enhancers (donepezil and 
galantamine), there was no was sig-
nificant effect of treatment on apathy 
(Hedges’ g = –0.055; P = .687). The 
average donepezil dosage was 10 
mg/day, while galantamine dosage 
ranged between 16 mg/day and 32 
mg/day. All but 1 study used the NPI-
apathy subscale as an outcome mea-
sure, and these trials included indi-
viduals with mild-to-severe AD. 

For memantine, the investigators 
found a small and nonsignificant 
benefit for apathy (Hedges g = .092; P 
= .423). The average dose of meman-
tine was 20 mg/day, and the trials 
included individuals with moderate-
to-severe AD and used the NPI-apa-
thy subscale. The effect of psycho-
stimulants on apathy was small and 
nonsignificant when compared with 
placebo (Hedges’ g = –.063; P = .903). 
All stimulant trials included individ-
uals with mild-to-moderate AD, used 
multiple scales including the NPI-
apathy and Frontal Systems Behav-
ior Scale (FrSBe) apathy subscale, 
and included mixed drugs with non-
comparable dosages. The investiga-
tors did not find enough individual 
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Table 1. Distinguishing Depression from Apathy7

Symptoms common to 
depression and apathy

Symptoms specific to 
depression

Reduced interest in activities Dysmorphia

Psychomotor retardation Self-criticism

Fatigue Feelings of guilt

Hypersomnia Pessimism

Lack of insight Hopelessness

Suicidal ideation

Figure. Apathy Among Individuals With Neurocognitive 
Disorders1,6,9-11

ALZHEIMER DISEASE

VASCULAR DEMENTIA

FRONTOTEMPORAL 
DEMENTIA

PARKINSON DISEASE

DEMENTIA WITH LEWY 
BODIES AND PROGRESSIVE 

SUPRANUCLEAR PALSY

CORTICOBASAL 
DEGENERATION

HUNTINGTON DISEASE

30% - 70%

15% - 93%

62% - 89%

17% - 70%

34% - 76%

40%

90%

NEUROCOGNITIVE DISORDER RANGE OF APATHY PREVALENCE
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studies to do a meta-analysis for an-
tipsychotics and drug classes with 
antidepressant properties, but the 
data from the individual atypical an-
tipsychotic studies did not support 
their use for apathy in AD. The inves-
tigators indicated that the analysis for 
cognitive enhancers and memantine 
were appropriately powered, whereas 
the psychostimulant studies were un-
derpowered due to limited patient 
enrollment in each arm of the trials. 

In another quantitative meta-analy-
sis, Ruthirakuhan et al included data 
from 21 studies.27 The investigators 
found that methylphenidate may im-
prove apathy when compared with 
placebo; this held true when apathy 
was assessed using the AES (mean 
difference [MD] = – 4.99) but not 
when using the NPI-apathy subscale 
(MD = –.08). 

The investigators further found that 
methylphenidate may also improve 
cognition (MD = –.08) and instrumen-
tal activities of daily living (MD = 
2.30), when compared with placebo. 
There was no difference between 
methylphenidate and placebo in the 
risk of developing an adverse event 
(risk ratio = 1.28). The investigators 
indicated that there was insufficient 
evidence from a small study of 
modafinil to determine its effect on 
apathy assessed with the FrSBe-apa-
thy subscale (MD = 0.27). They re-
ported that in all other included stud-
ies, apathy was a secondary outcome 
and participants were not selected on 
the basis of clinically significant apa-
thy at baseline. The investigators con-
sidered the evidence on apathy from 
these studies to be indirect and associ-
ated with publication bias. They re-
ported that there was low or very low 
quality of evidence on ChEIs, ChEI 
discontinuation, antipsychotics, anti-
psychotic discontinuation, antidepres-
sants (2 studies), and valproate for the 
treatment of apathy in dementia. 

A recent systematic review by 
Theleritis et al evaluated data from 
90 unique studies and relevant re-
views but noted that in many studies, 
apathy was not considered the pri-
mary outcome measure.28 They con-
cluded that after considering the 

amount of evidence, ChEIs may be 
the best available pharmacological 
treatment choice for the treatment of 
apathy, while data from 3 studies in-
dicated that gingko biloba may also 
be effective. The investigators found 
weaker evidence for memantine’s ef-
ficacy. Stimulants like methylpheni-
date alone or in combination with 
ChEIs were found to be beneficial in 
treating apathy. Atypical antipsy-
chotics, however, appear to have lim-
ited benefit for this purpose, and their 
long-term use is not recommended 
due to their adverse effect profile. 
Data from one study indicated that 
the combination of citalopram and 
memantine reduced apathy among 
individuals with AD when compared 
with placebo.29 

Concluding Thoughts
Apathy can be described as the quan-
titative reduction of self-generated 
voluntary and purposeful behaviors 
that are observable and quantifiable. 
Apathy commonly presents in indi-
viduals with many different illnesses, 
including major depressive disorder, 
schizophrenia, strokes, multiple scle-
rosis, and traumatic brain injury. 
However, apathy is more prevalent 
among individuals with neurodegen-
erative disorders, including demen-
tias. Among individuals with demen-
tia, apathy is considered to be the 
most frequently reported behavioral 
symptom. Apathy worsens morbidity 
and mortality in AD and is associated 
with greater caregiver distress. 

The exact neurobiological mecha-
nisms associated with apathy in de-
mentia are unclear, but emerging evi-
dence indicates a complex interaction 
among neuroanatomy, neuropathol-
ogy, neurochemistry, and genetics. 
The assessment of apathy is often 
complicated, and it is difficult to dis-
tinguish between reduced initiative 
to do things due to the loss of cogni-
tive ability vs the loss of motivation 
due to apathy. In addition, there may 
be an overlap between symptoms of 
apathy and depression. Among the 
many scales that have been devel-
oped to assess apathy, the DAIR, the 
AES-C in AD, and the LARS in PD 

have the highest quality. Emerging 
evidence indicates efficacy for both 
nonpharmacological and pharmaco-
logical treatments for improving apa-
thy. Multisensory stimulation, music 
therapy, cognitive stimulation, and 
pet therapy are beneficial nonphar-
macological treatments; and among 
pharmacotherapy options, ChEIs 
may be the best available treatment 
choice, followed by gingko biloba, 
memantine, and stimulants like 
methylphenidate either alone or in 
combination with ChEIs. 

Future directions in the evaluation 
of apathy in dementia should include 
the study of animal models as well as 
genetic studies that improve the 
knowledge of the neurobiological 
mechanisms underlying this condi-
tion. In addition, well-designed clini-
cal trials of nonpharmacologic and 
pharmacological interventions that 
exclusively target apathy in dementia 
are needed. These trials should assess 
not only the symptomatic improve-
ment of apathy but also evaluate its 
effect on the individual’s functioning 
and on caregiver burden. These stud-
ies should use advances in both neu-
roimaging techniques and biomark-
ers to provide surrogate metrics for 
treatment response. 
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Neuropsychiatry

Table 2. Selected Pharmacotherapy and Nonpharmacological 
Treatments

Pharmacotherapies Nonpharmacological 
strategies

Acetylcholinesterase inhibitors 
(best available choice)

Multisensory stimulation

Gingko biloba Music therapy

Memantine Cognitive stimulation

Stimulants (eg, methylphenidate) Pet therapy
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I n March 2021, the Board of Trustees of the 
American Psychiatric Association voted to com-
mend the Group for the Advancement of Psy-

chiatry (GAP) for its contribution to the well-being 
of LGBT youth, applauding the Psychiatry and 
Religion and LGBTQ+ committees of GAP for 
their booklet, Faith Communities and the Well-Be-
ing of LGBT Youth.1 Published online, the booklet 
addresses ways in which faith leaders and faith 
communities can support LGBT youth in their 
communities to mitigate mental health challenges. 

Nearly 5 years ago, a friend of mine was dis-
cussing the problem of suicides in LGBT youth 
with his local bishop. The bishop asked whether 
there were any documents from mental health ex-
perts that might address this concern. My friend 
related the query to me because of my previous 
LGBT advocacy in a religious context. Since I was 
not aware of such a resource, I contacted Mary Bar-
ber, MD, of the GAP LGBT Committee, and she 
pointed me to the work of Caitlin Ryan, PhD, and 
the Family Acceptance Project (FAP). That began 
a collaboration among the 2 GAP committees and 
Ryan, resulting in a booklet to meet this need.1

The booklet acknowledges the common inter-
ests shared by medicine and religion in the welfare 
of young individuals. Then, it describes multiple 
mental health challenges faced by LGBT youth, 
including suicide, depression, anxiety, substance 
use, bullying, and homelessness. Included are data 
showing that, in comparison with peers who are not 
in a sexual minority, LGBT youth are about twice 
as likely to be bullied or use illicit drugs, more than 
twice as likely to feel persistently sad or hopeless, 
more than 3 times as likely to inject illegal drugs 
and consider suicide or make a suicide plan, and 
more than 4 times as likely to attempt suicide.1

The booklet discusses the factors contributing 
to stress, including those relevant to a specific re-
ligious context—such as being unable to marry 
within one’s faith or to be open in one’s faith com-
munity—and being rejected by family and com-
munity more broadly. Faith traditions vary in their 
teaching about sexual orientation and same-sex 
marriage, but no faith tradition wishes to inten-
tionally harm its young members or to discourage 
youth from remaining within their tradition. 
Moreover, faith communities do not have to aban-
don their doctrines (where tensions exist) to con-
tribute to more positive health and mental health 
outcomes for young individuals. In fact, most faith 
communities typically have doctrines that pro-

mote family harmony and interpersonal kindness. 
Through both religion and medicine, we seek to 
alleviate pain and address difficult aspects of life 
to enhance physical, social, emotional, and spiri-
tual well-being. 

More than 20 years of research have demon-
strated ways to mitigate risks for LGBT youth—
namely, by increasing accepting 
behaviors and decreasing reject-
ing behaviors within families.2

FAP has identified approxi-
mately 100 common behaviors 
observed in families, about half 
of them supportive and half re-
jecting. These findings are the 
basis for FAP’s family support 
model to prevent health risks and 
promote well-being for LGBT 
youth. They provide an empiri-
cal foundation for FAP’s family 
education materials; this infor-
mation is disseminated through 
posters for use in homes, health care offices, 
schools, places of worship, service agencies, and 
other community settings. The posters are avail-
able for free download in English and Spanish and 
are forthcoming in Chinese, Hindi, Korean, Japa-
nese, Punjabi, Tagalog, and Vietnamese.3

Helpful parental behaviors include talking with 
children openly about their LGBT identity; ex-
pressing affection when they learn of their child’s 
identity; supporting their child’s LGBT identity 
even if they feel uncomfortable; working to make 
their congregation supportive of LGBT members; 
and believing their children can have happy futures 
as LGBT adults. The more accepting behaviors that 
are demonstrated, the better the outcomes.4

Similarly, fewer rejecting behaviors are associ-
ated with better outcomes.5,6 Harmful parental be-
haviors include actions such as hitting, physically 
hurting, or verbally harassing their children be-
cause of their LGBT identity; excluding LGBT 
children from family events; blaming their chil-
dren when they are mistreated or discriminated 
against because of their LGBT identity; telling 
their children that God will punish them; express-
ing shame of their children; and not letting their 
children disclose their gay, bisexual, transgender, 
or gender-nonbinary identity.

Hopefully, this booklet will be used by faith 
leaders and community members to facilitate dia-
logue, inclusion, and a welcoming spirit. Faith 
communities are encouraged to collaborate with 
health care providers to stimulate and enhance 

these conversations and work toward the aspiration 
of enhanced human flourishing. A set of resources 
is provided for further inquiry and discussion.7-12

The GAP booklet is written to apply more 
broadly to members of any faith community and is 
offered as a joint concern of faith communities and 
health care providers and organizations, but some 
faith communities are already adopting the materi-
als and tailoring them. FAP produced a booklet 
about the welfare of LGBT children directed spe-
cifically to members of the Mormon Church.13 The 
Evangelical Lutheran Church of Finland has agreed 
to consider publishing a version of the booklet 
translated into Finnish, with additional local re-

sources and research. Psychia-
trists can contribute to their own 
communities by becoming famil-
iar with the booklet and its under-
lying evidence base. 

Dr Norko is chair of the Psychiatry 
and Religion Committee of GAP 
and professor of psychiatry at Yale 
University School of Medicine, 
where he specializes in forensic 
psychiatry. In 2010, he earned a 
master’s degree in religion from 
Yale Divinity School.
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A lthough cognitive difficulties 
may not be the primary symp-
tom addressed in patients with 

schizophrenia, these impairments are 
a central feature that can contribute to 
social and functional disability.1 Cog-
nitive dysfunction in schizophrenia 
affects not only attention, verbal 
memory, reasoning, and processing 
speed, but also social cognition and 
interactions.2 Thus, the topic has re-
ceived increased attention. (For more 
information, see the Psychiatric 
TimesTM Cognition Special Report in 
the December 2020 issue—Ed.) 

A growing body of research re-
sults indicates viruses may play a 
role in both schizophrenia and cogni-
tive difficulties. One in particular, 
Epstein-Barr virus (EBV), has re-
ceived notable attention in the possi-
ble pathophysiology of schizophre-
nia as well as of associated cognitive 
dysfunction, although findings have 
been inconsistent. For instance, in a 
previous study of 229 patients with 
schizophrenia, the data did not indi-
cate an association between EBV se-
ropositivity and cognitive perfor-
mance.3 Importantly, previous studies 
have generally measured exposure 
by reactivity to a single EBV protein, 
rather than to a panel of proteins or 
EBV virions. EBV, also known as 
human herpesvirus 4, is a lympho-
tropic virus that can produce acute 
and latent infections.

The Study
Using the MATRICS Consensus 
Cognitive Battery (MCCB), Dicker-
son and colleagues4 tested their hy-
pothesis that antibodies to various 
EBV proteins may be associated with 
different levels and domains of cog-
nitive functioning in patients with 
schizophrenia.5 Patients with schizo-
phrenia or schizoaffective disorder 
were enrolled at the Stanley Research 
Program at Sheppard Pratt in Balti-
more, Maryland, in 1 of 3 trials of 

adjunctive medications for adults 
with schizophrenia that were con-
ducted between 2014 and 2019. 

Across the 3 trials, inclusion crite-
ria were: receiving outpatient (vs in-
patient) treatment; aged > 18 years; 
diagnosis of schizophrenia/schizoaf-
fective disorder confirmed by struc-
tured clinical interview; and current 
stable antipsychotic treatment. Pa-
tients were excluded from the study 
if they had clinically significant or 
unstable medical disorders; were 
pregnant or breastfeeding; had cur-
rent or recent substance use disorder; 
or were found to have an intellectual 
disability or IQ below 70 (Table 1).4 
In addition to the MCCB, the psy-
chopathology of each patient was as-
sessed using the Positive and Nega-
tive Syndrome Scale (PANSS). The 
total sample size was 84 (Table 2).

Blood was assayed for immuno-
globulin G antibodies to EBV anti-
gens derived from intact virions us-
ing enzyme immunoassay. Assay 
values for patients were compared 
with a standard score based on the 
reactivity of controls without psychi-
atric disorders. Reactivity to herpes 
simplex virus type 1 (HSV-1) was 
also measured by immunoassay. In 
all studies, blood samples and cogni-
tive testing were completed before 
the administration of any study med-
ication. Linear regression models 
were used to determine whether EBV 
antibodies (to the whole virion and to 
specific proteins) were associated 
with MCCB composite and domain 
scores (Table 3), controlling for age, 
sex, race, education, smoking, and 
HSV-1 serology.5

Results and Conclusions
The authors found a significant asso-
ciation between the lower MCCB 
overall percentile composite score 
(ie, worse cognition) and higher lev-
els of antibodies to the whole EBV 
virion, to the EBV nuclear antigen-1 
(EBNA-1), and to the EBV viral cap-
sid antigen (VCA). There was also a 

significant association between 
lower MCCB social cognition and 
higher level of EBV virion, EBNA-1, 
and VCA antibodies. Lower MCCB 
processing speed was associated with 
higher EBV virion antibodies at a 
trend level. Lower MCCB working 
memory was also associated with 
higher EBNA-1 antibodies at a trend 
level.

The authors concluded that worse 
cognitive functioning in schizophre-
nia was associated with specific pat-
terns of reactivity to EBV, including 
global and social cognition. Dicker-
son and colleagues acknowledged 
both strengths and limitations of their 
study. For instance, the present study 
includes the comprehensive cogni-
tive battery (MCCB) and the mea-
surement of EBV reactivity to spe-
cific EBV proteins. The investigators 
noted that the biological basis for the 
association between cognitive func-
tioning and immune response to 
EBV is unknown. However, this 

study included a relatively small 
sample size, so the results may not be 
generalizable to other samples of pa-
tients with schizophrenia. Similarly, 
there may be possible residual con-
founding effects (eg, diet, genetics).

The Bottom Line
Exposure to EBV may contribute to 
cognitive impairments in patients 
with schizophrenia, which may have 
clinical implications. In particular, 
certain antiviral medications may be 
relevant to the prevention and treat-
ment of EBV-associated cognitive 
impairment. 

Regardless of these findings, it is 
important for clinicians to remain 
vigilant in the identification and as-
sessment of cognitive impairment in 
schizophrenia, given its impact on 
social and functional disability. Al-
though there are not any approved 
medications, clinicians can poten-
tially improve cognitive outcomes by 
optimizing antipsychotic dosing 

Is Epstein-Barr Virus to Blame 
for Cognition in Schizophrenia?
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Table 1. Inclusion and Exclusion Criteria Across 3 Trials4

Inclusion criteria Exclusion criteria

Outpatients aged > 18 years Clinically significant or unstable medical 
disorders

Diagnosis of schizophrenia/
schizoaffective disorder confirmed 
by structured clinical interview

Pregnancy or breastfeeding

Current stable antipsychotic 
treatment

Current or recent substance use disorder

Intellectual disability or IQ below 70

Table 2. Patient Characteristics

Diagnosis 50% schizophrenia; 50% schizoaffective 
disorder

Mean age 36 years

Sex Male: 77%; female: 23%

Race White: 50%

Mean PANSS total score 76

Reactivity to HSV-1 27% of patients

Medication at time of 
assessment

Atypical antipsychotics: 87%; valproate: 27%; 
anticholinergics: 41%; antidepressants: 44%
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based on symptoms and adverse ef-
fects, treating underlying depression, 
facilitating treatment of medical co-
morbidities (eg, hypertension, diabe-
tes), and utilizing other therapies (eg, 
cognitive remediation) as available 
and appropriate.

Dr Miller is a professor in the 
Department of Psychiatry and Health 
Behavior of Augusta University in 
Augusta, Georgia. He is on the 
Editorial Board and serves as the 
schizophrenia section chief for 
Psychiatric TimesTM. The author re-
ports that he receives research sup-
port from Augusta University, the 
National Institute of Mental Health, 
the Brain and Behavior Research 
Foundation, and the Stanley Medical 
Research Institute.
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Table 3. Cognitive Domains in 
Schizophrenia Assessed by 
the MCCB5

Domains

Processing speed

Attention/vigilance

Working memory

Verbal learning

Visual learning

Reasoning and problem solving

Social cognition

Composite/global cognition

SUBSCRIBE 
to our e-newsletter to 
get our latest articles!

july 2021w w w.p s yc hia t r i c t ime s .c om

Mood Disorders
21

» David N. Osser, MD

H ave you run out of ideas for your outpatient with 
resistant bipolar depression? You might consider 
the results of an interesting study about the use 

of bright fluorescent light.1 
There have been a fair number of previous studies 

on light therapy for bipolar disorder. Some studies with 
this modality of treatment, when compared with likely 
inactive controls, have not shown efficacy for patients 
whose disease does not have a seasonal component. 
Other reports suggested a high rate of switching to ma-
nia in patients with bipolar disorder when they received 
early morning light (the usual timing for light treat-
ment targeting nonbipolar depression). Fortunately, 2 
studies showed good results for chronotherapy; in 
these studies, patients were kept up all 
night and then administered morning 
light.2 However, midday light might 
be safer and/or more efficacious based 
on some theoretical considerations, 
and more acceptable compared with 
requiring sleep deprivation. 

In a small study of midday light, 46 
patients with moderate bipolar de-
pression were randomized to 1 hour of 
bright white light at noon (7000 lux, 
which is less than the 10,000 lux usu-
ally administered for unipolar depres-
sion) or 50 lux dim red placebo light 
for 6 weeks.1 Patients exhibiting 
mixed features, as well as those with a 
history of rapid cycling in the past 
year, were excluded from the study. 
Patients with active suicidal ideation, 
those with any substance use disorder in the past 6 
months, and those on melatonin, stimulants, or nonste-
roidal anti-inflammatory drugs were also excluded. 
Thus, at best, the study results apply to a very limited 
number of patients in comparison with usual practice 
patients.

The light dose was titrated slowly as a precaution 
against inducing mania. Participants started with a 
15-minute treatment, which increased by 15 minutes 
weekly until reaching 1 hour at week 4. Most other 
light treatment protocols start with the full dose, so this 
was another novel aspect of the approach (in addition 
to the timing of the light). 

The results demonstrated that remission (defined as 
a score of 8 or less on the primary depression rating 
scale) was seen by week 6 in 68% of the bright light 
group vs 22% of the control group. There were no 
mood polarity switches. Quite notably, there was no 

difference between the active and placebo groups in the 
first 3 weeks. Remission in other light therapy studies 
tend to cluster at week 5, so the time frame for im-
provement was similar to other protocols despite the 
ramping up of dose over the first 4 weeks. However, 
based on the improvement difference seen between ac-
tive and placebo groups in weeks 4 to 6, it seemed 
likely that more treatment time could have resulted in 
further remissions for the treatment group. The find-
ings were characterized as robust, which is a term 
rarely encountered for studies of bipolar depression 
(except, perhaps, for electroconvulsive therapy).3

Effort was made to prevent bias among patients re-
garding their expectations of the bright light compared 
with the dim red light. Recorded baseline levels of ex-
pectations were equal in the 2 groups and did not 

change when repeated at study com-
pletion. Nevertheless, one cannot be 
extremely confident that the blind was 
successful when the treatments looked 
so different.

Nothing is known about what strat-
egies to employ with midmorning 
light for maintenance of the therapeu-
tic effects.

The caveat should be offered that 
new treatments often do well in early 
studies, but then those results are 
harder to replicate in subsequent and 
larger studies. Examples of such in-
clude valproate and prazosin.4,5

Dr Osser is associate professor of psy-
chiatry, Harvard Medical School, and 
co-lead psychiatrist at the US 

Department of Veterans Affairs, National Telemental 
Health Center, Bipolar Disorders Telehealth Program, 
Brockton, Massachusetts. He also serves as a member of 
the Editorial Board of Psychiatric TimesTM. Dr Osser has 
no financial disclosures regarding this article.
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Shining a Spotlight on Bright 
Light for Acute Bipolar Depression

The findings were 
characterized as 

robust, which 
is a term rarely 
encountered for 
studies of bipolar 

depression.
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I
n recent years, a growing body of literature has 
described autoimmune encephalitis as an im-
portant, if infrequently seen, cause of subacute 
onset of psychotic illness in patients. One of the 

important syndromes in this group is anti-NMDA 
(N-methyl-D-aspartate) receptor encephalitis 
(ANMDARE).1-3 As patients experiencing AN-
MDARE may experience exclusively psychiatric 
symptoms (eg, psychosis, depressive symptoms), 
they will likely initially present to psychiatrists. 
The psychiatrist therefore must consider various 
components of the presentation in clinical evalua-
tion and management. 

Psychotic and depressive illnesses are common 
in the population, compared with ANMDARE. 
Consequently, psychiatrists must decide which 
patients warrant consideration of ANMDARE and 
the associated diagnostic studies, which are quite 
detailed and not part of a typical workup for psy-
chotic and depressive disorders. Three broad areas 
can guide the physician: atypicality of presenta-

tion, comorbid neurologic symptoms and signs, 
and other systemic medical comorbidity com-
monly reported in ANMDARE. Ultimately, clini-
cal intervention, treatment approaches, and sur-
veillance for recurrence and prognosis will need to 
be considered. 

Presentation and Diagnosis
Atypicality of presentation is an inherently impre-
cise construct, in that it refers to how a given case 
presents differently from other more common pre-
sentations of the same illness. Herein lies the con-
ceptual challenge. Understanding the construct of 
atypicality requires the clinician to apply an initial 
classification template to the overall gestalt of a 
case. For psychotic illness, the physician starts 
with an observation of the primacy of disordered 
reality testing (eg, delusions, hallucinations) and 
thought process (eg, looseness of associations, 
thought blocking, disorganization) in patient pre-
sentation. The primacy of the psychotic symptoms 

must outweigh other psychiatric findings (eg, de-
pressive, anxiety, cognitive symptoms) so as to 
define the case as psychotic disorder. 

Once psychiatrists apply the general template, 
they may notice that the details of the case do not 
quite fit. Hence, atypicality. Atypicality may in-
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Significance for Psychiatrists

◗  Atypical presentations of psychotic illness 
can often be attributed to central nervous 
system (CNS) disease.

◗  CNS-related psychosis may require medical 
interventions beyond antipsychotic and other 
psychotropic medications.

◗  Anti-NMDA receptor encephalitis (ANMDARE) 
can present as psychotic symptoms.

◗  Recognizing and learning to treat ANMDARE 
will help psychiatrists manage atypical 
psychotic illnesses.
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clude epidemiologic features (eg, psychotic symp-
toms occurring at a later-than-typical age of onset; 
psychotic illness in a patient with no similar fam-
ily history), course of presentation (eg, a patient 
with abrupt onset of psychosis that develops rap-
idly to impair function without a prodromal state), 
and social context (eg, onset of psychotic illness 
without notable social stressors temporally associ-
ated with illness onset). 

Comorbid neurologic symptoms and signs 
should be routinely considered in any psychiatric 
evaluation; after all, psychiatric illnesses are, by 
definition, brain diseases. Specific consideration 
of motor signs, sensory symptoms, seizures, and 
disorders of arousal and attention should be con-
sidered. The more coincident neurologic comor-
bidities that are present, the greater the likelihood 
of ANMDARE and other neuropsychiatric ill-
nesses will be as a central explanatory 
hypothesis.

Finally, it is important to consider comorbid 
systemic (ie, non-central nervous system) illness. 
Psychotic illness occurring in the presence of 
rheumatologic illness with the use of immuno-
modulators, endocrinologic illness (eg, hypothy-
roidism), and/or with concurrent neoplasms raises 
the odds that the psychotic presentation may be 
directly attributable to systemic factors being eti-
ologically associated with an illness with an ap-
parent  primary psychotic  psychiatr ic 
presentation.

Prognosis and Treatment
To make an ANMDARE diagnosis, it is important 
to consult with a neurologist to obtain a lumbar 
puncture for cerebrospinal fluid (CSF) studies, 
magnetic resonance imaging (MRI) (unless the 
psychiatrist has already obtained it), and electro-
encephalography (EEG). Once the diagnosis is 
rendered, clinical intervention needs to be coordi-

nated with other physicians. Clinicians should 
use antipsychotic and antidepressant medica-
tion to address manifest symptoms, but there is 
a likelihood that systemic immunomodulation 
therapies (eg, corticosteroids, intravenous im-
munoglobulin [IVIG], plasma exchange) may 
ameliorate the psychotic symptoms, such that 
long-term maintenance with antipsychotic or anti-
depressant medication may not be indicated. Sim-
ilarly, resection of an ovarian 
teratoma may lead to im-
provement in symptoms.1-3

The prognosis for recur-
rence of atypical psychiatric 
illness due to ANMDARE is 
likely different from recur-
rence in more common psy-
chiatric illness. In known 
ANMDARE, vigilance for 
recurrence should be perma-
nent and lifelong. Recurrence 
of any clinically significant 
psychiatric illness should 
prompt reevaluation of neuro-
logic and systemic medical 
status via a coordinated effort 
by the various physician spe-
cialties, while empirically 
treating the presenting symp-
toms. This is analogous to a 
patient with a known history 
of thyroid disease, wherein a recurrence of psychi-
atric symptoms mandates a prompt reevaluation of 
thyroid status and consideration of a change in 
endocrinologic treatment in addition to empiric 
use of psychotropic medications.1-3

Lessons From the Literature
The growing literature on recurrence and progno-
sis in ANMDARE can guide the psychiatrist in 

management of these patients over time (Table 1). 
Pollak and colleagues presented an integrated 

approach to the identification of possible, proba-
ble, and definite autoimmune psychoses and out-
lined the options for their appropriate diagnosis 
and management.1 Psychiatric symptoms consis-
tent with possible autoimmune encephalitis in-
clude abrupt onset of psychosis (with rapid pro-
gression within 3 months); movement disorder 

(eg, catatonia, dyskinesia); 
adverse response to antipsy-
chotics, raising suspicion of 
neuroleptic malignant syn-
drome; disproportionate 
cognitive dysfunction; as 
well as decreased level of 
consciousness. 

A diagnosis of probable or 
definite autoimmune enceph-
alitis would further require 
confirmatory CSF, MRI, and/
or EEG studies. Comorbid, 
nonpsychiatric red flags (eg, 
infectious prodrome, severe 
headache, focal neurologic 
signs, dysautonomia, tumor, 
hyponatremia, and other auto-
immune disorders) should 
arouse suspicion of autoim-
mune encephalitis.1 The pre-
ferred treatment of psychosis 

in the acute phase is with second-generation anti-
psychotics, starting at low doses and titrating 
slowly. Benzodiazepines are indicated in the man-
agement of catatonia and in unclear cases of psy-
chosis or aggression. Electroconvulsive therapy 
(ECT) has shown to be helpful in some cases for 
rapid symptom control. 

If neuronal autoantibody seropositivity is the 
only abnormality, treatment with immunotherapy 

Table 1. Summary of Key Articles

Study and design Participants and 
follow-up Intervention Outcome 

measures Summary of findings

Huang et al2; 
literature review

N/A N/A Prognostic 
factors and 
treatment

1 Poor prognostic factors include older age and ICU admission. Antibody 
titers may persist months to years after treatment. 

2 First-line immunotherapy includes IVIG, plasma exchange, and high-dose 
corticosteroids; second-line therapy includes rituximab and cyclophosphamide.

3 Third-line therapy includes tocilizumab, methotrexate, bortezomib, 
azathioprine, and mycophenolate.

Wang et al9; literature 
review

N/A N/A Prognostic 
factors and 
treatment

1 Abnormal EEG readings (eg, EDBs) do not correlate with final clinical 
outcome.

2 FDG-PET has a high sensitivity for identifying the most severe forms of 
ANMDARE. 

3 The improvement of symptoms after treatment has not been found to be 
associated with a decline in antibody titers. 

4 First-line immunotherapy includes IVIG, plasma exchange, high-dose 
corticosteroids; second-line therapy involves rituximab, cyclophosphamide, 
azathioprine, and mycophenolate mofetil; third-line therapy involves 
methotrexate, bortezomib, and tocilizumab.

5 Early initiation of immunotherapy and tumor removal is recommended. ICU 
admission is a poor prognostic factor. 

Broadley et al12; 
literature review

2823 patients with 
autoimmune 
encephalitis (multiple 
mechanisms, 
including ANMDARE 
in 1566 patients)

N/A Prognostic 
factors

ANMDARE prognosis was worse with:

1 Delay in or no intervention with immunotherapy;

2 Altered level of consciousness; and

3 ICU admission.

“Recurrence of any 
clinically significant 
psychiatric illness 

should prompt 
reevaluation of 

neurologic and systemic 
medical status via a 
coordinated effort by 
the various physician 

specialties.”
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may be dangerous and is therefore not recom-
mended. Treatment should be considered on a 
case-by-case basis following evaluation by a team 
of neurologists and psychiatrists. Circulating anti-
bodies should be removed via tumor removal, 
plasma exchange, immunoadsorption, or IVIGs, 
followed by immunosuppression (with either ste-
roids or steroid-sparing immunomodulating 
agents such as azathioprine, methotrexate, or my-
cophenolate mofetil). 

Utilizing a study of 382 patients with AN-
MDARE, Balu and colleagues constructed a grad-
ing score for predicting a patient’s neurologic 
function 1 year after diagnosis of ANMDARE.4 
The study results indicated that intensive care unit 
(ICU) admission, treatment delay >  4 weeks, lack 
of clinical improvement within 4 weeks, abnormal 
brain MRI suggestive of encephalitis, and CSF 
white blood cell count >20cells/µL were indepen-
dent predictors for outcome. Poor functional sta-
tus was defined as a modified Rankin Scale (mRS) 
score ≥ 3, and good functional status was defined 
as mRS score ≤ 2. Each of the 5 variables were 
equally weighted at 1 point each to construct a 
5-point anti-NMDAR Encephalitis One-Year 
Functional Status (NEOS) score. The NEOS score 
was strongly associated with the probability of 
poor functional status at 1 year (Table 2). These 
findings suggest that the NEOS score accurately 
predicts 1-year functional status and should be 
used to estimate the velocity of clinical improve-
ment, not the ultimate clinical outcome.

A retrospective case-control study looked at the 
sensitivity and specificity of serum and CSF anti-
body testing in patients with ANMDARE as well 
as the correlation among titers, relapses, and even-
tual outcome.5 The study included 250 patients 
with ANMDARE and 100 control participants. All 
250 patients had NMDAR antibodies in CSF, but 
only 86% of patients had antibodies in the serum. 
CSF and serum titers were higher in patients with 
poor outcome as well as in those with teratoma. 
Over time, there was a decrease of antibody titers 
regardless of outcome. Relapse correlated better 
with titer change in CSF than that in serum. The 
findings suggest that NMDAR antibody testing is 
more sensitive using CSF than using serum. Anti-
body titers in CSF and serum are higher in patients 
with poor outcome or teratoma.

Huang et al conducted a literature review ex-
amining the prognostic factors and treatment of 
ANMDARE.2 They found that the proportion of 
patients with deficits during long-term follow-up 
ranged from 27% to 85% and the recurrence rate 
ranged from 12% to 29%, with a median interval 
of 2 years. Most patients responded well to first-
line treatment and tumor removal. When first-line 
immunotherapy fails, second-line immunotherapy 
can improve outcome. Immunomodulators and 

tumor removal are effective for pregnant patients. 
Benzodiazepines are preferred for patients with 
catatonia, and ECT may be used when pharmaco-
logical treatment fails. 

Further, Huang and colleagues found that older 
age and ICU admission were poor prognostic fac-
tors. They also found that antibody titers may not 
be early or sensitive biomarkers, as most patients 
will still have anti-NMDAR antibodies in the CSF 
and serum for months to years after treatment. In-
stead, early prognostic biomarkers included cell-
free mitochondrial DNA, interleukin-17, YKL-40 
(chitinase 3-like 1), neuron-specific enolase, and 
S100 calcium-binding protein B; the presence of 
any of these means a poor response to immuno-
therapy is more likely. The literature also indicated 
that those who did not receive adequate immuno-
therapy to treat the first episode were more likely 
to relapse. First-line immunotherapy treatments 
include IVIG, plasma exchange, and high-dose 
corticosteroids. Second-line treatments should in-
clude rituximab and cyclophosphamide. Third-
line therapy includes tocilizumab, methotrexate, 
bortezomib, azathioprine, and mycophenolate 
mofetil, many of which have not been systemi-
cally verified in large cohorts.

A retrospective cohort study of 571 patients 
with ANMDARE found that that 23 patients (4%) 
developed isolated psychiatric episodes: 5 at dis-
ease onset and 18 during relapses (Figure).3 Brain 
MRI was abnormal in 45% of these patients, and 
CSF showed pleocytosis in 77%. Furthermore, 
83% had substantial recovery after immunother-
apy and tumor resection when appropriate. After 
relapse, 94% of patients improved or returned to a 
similar or better prerelapse functional level. These 
findings suggest that isolated psychiatric episodes 
are rare, but they can occur as initial onset or re-
lapse of ANMDARE. Patients with new-onset 
psychosis, history of encephalitis, subtle neuro-
logical symptoms, and/or abnormal ancillary tests 
should be screened for NMDAR antibodies. 

In another retrospective cohort study that in-
cluded 60 patients with ANMDARE, results 
showed that age ≥ 25 years, disturbance of con-
sciousness at admission (defined as Glasgow 
Coma Scale < 5), and ≥ 50% slow waves (4-8 Hz 
theta waves or 0.5-4 Hz delta waves) on EEG were 
significantly associated with poor patient out-
come.6 These 3 factors make up the 5-point age, 
consciousness, and slow waves (ACS) composite 
score, which are scored with 1, 1, and 2 points, 
respectively. An ACS > / = 3 meant a poor progno-
sis, defined as mRS score ≥ 3, whereas an ACS < 3 
meant a good prognosis, defined as mRS score ≤ 2. 
The ACS score was determined to have a sensitiv-
ity of 84% and specificity of 74%. The study 
found 38% of patients had good prognoses. These 
results suggest that the ACS score may be used to 

predict the early-stage prognosis of patients with 
ANMDARE. 

Titulaer and colleagues conducted a retrospec-
tive study of 501 patients with ANMDARE; 81% 
of which were female, 38% had an underlying 
neoplasm, and 97% of those with a neoplasm were 
female.7 Of note, 65% of adults presented with be-
havioral problems, and 50% of children younger 
than 12 years presented with seizures or move-
ment disorders. Regarding intervention, 94% un-
derwent first-line immunotherapy or tumor re-
moval, resulting in improvement within 4 weeks 
in 53% of those patients. For the remaining partic-
ipants who failed first-line therapy, 57% received 
second-line immunotherapy, which led to better 
outcomes than in those who did not receive sec-
ond-line immunotherapy. During the first 24 
months, 79% achieved a good outcome while 6% 
died. At the 24-month follow-up, 81% had a good 
outcome, and 9.5% had died. Outcomes continued 
to improve for up to 18 months after symptom 
onset. 

Early treatment and lack of ICU admission pre-
dicted good outcome in another study.7 During the 
24-month follow up, 45 patients had relapses; for 
15 patients, multiple relapses occurred. Relapses 
were milder than previous episodes in 67% of the 
cases, monosymptomatic in 35%, and resulted in 
fewer admissions to the ICU in 17% of the cases. 
In cases with relapses, the severity of symptoms 
was comparable with that of the initial episode in 
23% of the cases and worse in 10%. The use of 
immunotherapy in the initial episode of encepha-
litis was associated with a lower frequency of re-
lapses. A relapse-decreasing effect of second-line 
immunotherapy was observed in patients without 
tumor. The introduction of second-line immuno-
therapy during relapses decreased the frequency 
of subsequent relapses. The findings suggest that 
second-line immunotherapy is usually effective 
when first-line therapies fail. Recovery can take 
more than 18 months. 

To determine the relationship between EEG re-
sults and ANMDARE recognition, van Sonderen 
et al conducted a retrospective cohort study of 35 
adults and 18 children with ANMDARE.8 Control 
EEGs were added to the data set for blinding. The 
median time from disease onset to the first EEG 
recording was 19 days for adults and 8 days for 
children. The results showed that in the majority 
of patients (71%), first EEGs showed normal pos-
terior rhythm, which was associated with a shorter 
hospital stay and better clinical outcome, mea-

Table 2. NEOS Score and Functional Status at 1 Year4

NEOS score: 4-5 points 69% chance of poor functional status at 1 year

NEOS score: 0-1 points 97% chance of good functional status at 1 year

Percentage of patients who had good functional 
status at 1 year

74%

Percentage of patients who had poor functional 
status at 1 year

26%

Table 3. A Work Up for Suspected 
Recurrent ANMDARE1,3,5

1IgG index and antibody titers on 
parallel CSF and serum to compare 

with baseline levels

2Appropriate imaging studies (CT/MRI/
ultrasound) to rule out undiagnosed 

tumors (ovarian teratomas for females 
and testicular cancer for males)

3CSF studies, which usually show 
moderate pleocytosis (> 5  WBC/µL) 

and oligoclonal bands
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sured by the mRS at follow-up at least 6 months 
after disease onset. EEGs commonly showed focal 
(73%) or diffuse slowing (67%). First EEGs con-
taining severely abnormal readings (ie, lack of 
normal posterior rhythm with severe slowing, pe-
riodic discharges, or status epilepticus) were asso-
ciated with a longer hospital stay. However, 57% 
of patients who had severely abnormal EEGs still 
had a good clinical outcome. Extreme delta 
brushes (EDBs) were present in only severely af-
fected patients with mRS score ≥ 4. An abnormal 
EEG result has a 96% sensitivity for ANMDARE, 
but a normal EEG did not exclude the disease. The 
findings suggest that the first EEGs commonly 
show normal posterior rhythm, which is associ-
ated with a better clinical outcome at least 6 
months after disease onset. Additionally, diffuse 
and focal slowing are common EEG findings; 
EDBs are present only in severely affected pa-
tients; and abnormal EEGs can still result in good 
clinical outcome. 

In regard to EEGs, a literature review found 
that patients with a normal EEG background, epi-
leptic discharge, polymorphic delta rhythm, and 
diffuse β activity have a good long-term progno-
sis, but abnormal EEG readings (eg, EDB) have no 
clear correlation with the final clinical outcome.9 
Imaging findings show poor specificity and have 
limited prognostic value. Fluorodeoxyglu-
cose-positron emission tomography (FDG-PET) 
has a high sensitivity for the most severe forms of 
ANMDARE. Although antibody titers increase at 
the onset of the disease, the improvement of symp-
toms after treatment was not found to be associ-
ated with a decline in antibody titers. Like the 
findings noted in Huang et al,2 the titers remained 

positive for a while even after recovery. The rela-
tionship among CSF antibody titer, prognosis, and 
relapse still requires further research. Treatment 
includes early initiation of immunotherapy and 
tumor removal, both of which expedite recovery 
and decrease ANMDARE recurrence risk. Wang 
et al found that those who required ICU support 
had a poorer prognosis. 

Warren and colleagues conducted a retrospec-
tive cohort study to better understand the effec-
tiveness and adverse effects (AEs) of the treatment 
options.10 The study included 30 patients who 
tested CSF positive for ANMDARE; results 
showed that a majority of patients (83%) had early 
psychiatric symptoms, including agitation and 
psychosis within the first week of admission and 3 
cases of catatonia within the second week. These 
patients were treated with antipsychotics (67%), 
with an average daily olanzapine equivalence dose 
of 11.5 mg, prior to immunomodulation therapy. 

Although there was an 88% reduction in cases 
with aggression, antipsychotics alone provided 
little improvement in psychosis, affective symp-
toms, or catatonia. 

Warren et al found no significant difference in 
the rate of occurrence of neurological and auto-
nomic symptoms (ie, extrapyramidal symptoms 
[EPS] and neuroleptic malignant syndrome 
[NMS]) between those who received antipsychot-
ics (20 patients) vs those who did not receive them 
(5 patients). Four patients experienced a possible 
recurrence of encephalitis: 1 who had seizures and 
3 others with cognitive deterioration, mild move-
ment disturbance, and recurrence of psychosis 
despite being continued on antipsychotic medica-
tions. All 4 cases resolved with immunomodula-
tion therapy. 

These findings suggest a need for psychiatric 
care for those with ANMDARE in both acute and 
chronic phases. Antipsychotic medications should 
be considered an adjunct to immunomodulation 
therapy. Suspected NMS and EPS cannot be dif-
ferentiated easily from clinical progression of AN-
MDARE. Clinical reevaluation, careful with-
drawal of potential causative agent, and 
immunomodulation therapy should be considered. 
Psychiatric management and psychotropic medi-
cation choice must be flexible, with dosing modi-

fications depending on the most pressing psychi-
atric symptom, stage of illness, neurological 
symptoms, and risks of adverse effects. 

In a prospective case-control study, Zhu and 
colleagues studied the CD138 levels as well as 
many other biomarkers in the serum and CSF of 
patients with ANMDARE.11 CD138 is a compo-
nent of the endothelial cell glycocalyx. The study 
included 27 patients with ANMDARE, 11 with 
viral meningoencephalitis, and 22 control partici-
pants, and the results showed that serum and CSF 
levels of CD138 were significantly increased in 
patients with ANMDARE. After 3 to 6 months, 
their CSF CD138 levels were significantly de-
creased. Decreases in CD138 levels were associ-
ated with an improvement in the clinical outcome 
measured by the mRS. The findings suggest that a 
high level of CSF CD138 is associated with in-
flammation and poor prognosis.

In a recent major review of autoimmune en-

cephalitis (comprising multiple mechanisms, in-
cluding ANMDARE), Broadley and colleagues 
reviewed 44 publications representing 2823 re-
ported patients, of which 27 studies and 1566 
cases were ANMDARE.12 Specifically pertaining 
to prognosis for ANMDARE, and mindful of the 
emerging and somewhat varied research method-
ology in this area, the authors concluded that AN-
MDARE prognosis was worse with delay in initi-
ation of or lack of immunotherapy, altered level of 
consciousness at clinical presentation, and admis-
sion to ICU. Other clinical variables, such as older 
age, sex, status epilepticus at clinical presentation, 
and abnormal CSF and MRI studies, did not have 
significant prognostic value, while the impact of 
antibody titers, dysautonomia, and comorbid ma-
lignancy was uncertain.

Discussion and Concluding Thoughts
The literature illuminates some key points about 
clinical presentation, risk factors, prognostic fac-
tors, clinical workup, and treatment recommen-
dations for recurrent ANMDARE. Although 
ANMDARE usually presents initially as an 
abrupt onset of psychosis with comorbid neuro-
logic symptoms and/or systemic symptoms, recur-
rent episodes may present, in rare cases, as an iso-
lated change in mood or behavior (eg, delusional 
thinking, mood disturbances, aggression). 

Risk factors for ANMDARE recurrence include 
presence of a tumor,9 lack of immunotherapy in the 
treatment of the initial encephalitis episode,7 and 
an increased CSF antibody titer compared with 
baseline.5 Poor prognostic factors include later ini-
tiation of treatment (more than 4 weeks after initial 
onset of symptoms) and ICU admission. 

Many possible prognostic biomarkers are still 
under study, but some are at least partially under-
stood. A normal EEG background, epileptic dis-
charge, polymorphic delta rhythm, and diffuse 
beta activity are associated with a shorter hospital 
stay and good long-term prognosis, but abnormal 
EEG readings (eg, EDBs) have no clear correla-
tion with the final clinical outcome.8,9 The ACS 
(age, disturbance of consciousness, and slow 
waves on EEG) score may be valuable in predict-
ing the early-stage prognosis.6 The NEOS score 
may be used to predict the functional status after 1 
year,4 but not the ultimate clinical outcome. Re-
covery can take more than 18 months.7 Patients 
experiencing recurrent episodes should undergo 
proper clinical workup to minimize the risk of fur-
ther recurrence and improve prognosis.

For recurrent cases of ANMDARE, a detailed 
workup should be completed (Table 3).1,3,5 If the 
serum or CSF is positive for any onconeural anti-
bodies, consider a full body PET scan to search for 
occult malignancy.1 

Antibody titers should be interpreted with cau-
tion, as they may not be early or sensitive bio-
markers. The improvement of symptoms has not 

Figure. Psychiatric Episodes in Patients With ANMDARE3

DELUSIONAL THINKING

MOOD DISTURBANCES (PRIMARILY MANIC EPISODES)

AGGRESSION 57%

70%

74%

“Although ANMDARE usually presents initially as an abrupt 
onset of psychosis with comorbid neurologic symptoms and/or 
systemic symptoms, recurrent episodes may present, in rare 

cases, as an isolated change in mood or behavior.”
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been found to be associated with a decline in anti-
body titers.2,9 Therefore, treatment decisions 
should be based more on clinical evaluations, 
rather than on antibody titers.9 For those who pres-
ent with atypical clinical findings, such as the 
presence of a characteristic syndrome with nega-
tive serum antibodies or a discrepancy between 
serum and CSF antibodies, obtain comprehensive 
antibody testing (serum and CSF using 2 different 
techniques [eg, cell-based assay, brain immuno-
histochemistry,  IIFT, ELISA, RIA, nanoliter im-
munoassay]).5 Collaboration between neurolo-
gists and psychiatrists is necessary to manage 
co-occurring neuropsychiatric symptoms.1 If the 
patient presents with rapidly progressive, refrac-
tory psychosis, and cognitive decline, consider 
brain biopsy.1 

Treatment of first-episode and recurrent AN-
MDARE cases are similar. Both involve removal of 
circulating antibodies via tumor removal as well as 
plasma exchange, immunoadsorption, IVIGs, and/
or immunosuppressors (eg, corticosteroids, azathi-
oprine, methotrexate, mycophenolate mofetil).1 For 
unconfirmed cases of ANMDARE (eg, serum-only 
NMDAR antibody positivity without any other 
clinical abnormality), treatment with immunother-
apy is not recommended and should be reviewed on 
a case-by-case basis by a team of neurologists and 
psychiatrists.1 For those who do not respond to 
first-line therapy with IVIG, plasma exchange, or 
high-dose corticosteroids, second-line immuno-
therapy with rituximab, cyclophosphamide, or both 
can significantly improve the outcome and de-
crease the frequency of relapses.7 

In addition to immunomodulation, psychotic 
symptoms should be specifically managed. For the 
treatment of agitation, avoid high-potency antipsy-
chotics (eg, haloperidol, risperidone) as they can 
worsen motor symptoms.3 Instead, use low-dopa-
mine receptor blocking second-generation antipsy-
chotics, starting at low doses and up-titrating 
slowly.1 Highly sedating medications such as que-
tiapine, chlorpromazine, valproic acid, and benzo-
diazepines have anecdotally been useful for psy-
chiatric symptoms,3 particularly benzodiazepines 
for catatonia and unclear cases of psychosis or ag-
gression.1 ECT can be helpful for immediate symp-
tom control.1 After the patient’s recovery from the 
ANMDARE episode, obtain their baseline serum 
and CSF titers to monitor for possible relapses; of 
the 2, the CSF titer is a more reliable indicator of 
new-onset relapse. Nevertheless, clinicians should 
base their treatment decisions more on clinical 
evaluation, rather than antibody titers, as the rela-
tionship among CSF antibody titer, prognosis, and 
relapse is still being studied.

Monitoring for recurrence is lifelong, as AN-
MDARE episodes can reoccur months to years 
after initial onset. Further randomized controlled 
trials are needed for a universal consensus on man-
agement of ANMDARE. 

Dr Li is a recent graduate of Texas A&M College of 
Medicine and has recently joined the Texas A&M 
Psychiatry Residency Program in Bryan, Texas. Dr 
Bourgeois is chair, Department of Psychiatry, 
Baylor Scott & White Health, Central Texas Division, 
and clinical professor of medical education, College 

of Medicine, Texas A&M University Health Science 
Center, Temple, Texas.
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tis. Front Mol Neurosci. 2019;12:116.
12. Broadley J, Seneviratne U, Beech P, et al. Prognosticating autoimmune 
encephalitis: a systematic review. J Autoimmun. 2019;96:24-34. ❒

Posttest, credit request forms, and activity evaluations must be completed online at https://education.gotoper.com/activity/ptcme21july (requires free ac-
count activation), and participants can print their certificate or statement of credit immediately. This website supports all browsers. For PER’s privacy policy, 
please visit https://www.gotoper.com/privacy.

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

CME POST-TEST

Exploring Psychotropic Drug Interactions
Tammie lee Demler, BS, PharmD, MBA, BCGP, BCPP
Expiration Date: January 20, 2022
www.psychiatrictimes.com/view/exploring-psychotropic-drug-interactions

Management of Treatment Resistant Depression in the Elderly
Fred liu, MD; Awais Aftab, MD
Expiration Date: July 20, 2021
www.psychiatrictimes.com/view/management-treatment-resistant-depression-elderly

Understanding Long-Acting Injectable Antipsychotics 
for Better Treatment Adherence
Michael W. Jann, PharmD, FCP
Expiration Date: September 20, 2021
www.psychiatrictimes.com/view/understanding-long-acting-injectable-antipsychotics-better-treatment-adherence

Need Additional CME Credit?
Check Out These Free CME Activities
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At New York City Health + Hospitals/North Central Bronx our goal is to make an 
impact on the communities we serve, each and every day! We are a modern, state-of-the-art 
community hospital located in an attractive and safe residential Bronx neighborhood 
just 20 minutes north of Manhattan. As part of the North Bronx Healthcare Network, 
we are affiliated with Jacobi Medical Center and are a teaching site and academic 
affiliate of the Albert Einstein College of Medicine, offering a full continuum of acute 
care inpatient and outpatient services within diverse Medical and Surgical specialties, 
including Psychiatry.

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

Opportunities are currently available for the following:
n Inpatient Attending
n Attending Psychiatrist – Emergency Room

Moonlighting opportunities 
also available!

We offer an easily accessible location within a beautiful residential Bronx neighborhood, 
generous compensation package, as well as unparalleled health benefits, opportunities for 
advancement, retirement plan, malpractice,Sponsorship for H1 & J1 Visas, and much more! 
For immediate confidential consideration, please email your 
CV to Joe Mastov – Physician Recruiter, at: Mastovj@pagny.org 
or call 646-895-3875.

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

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

Psychiatrists

n  Attending Psychiatrist – 
Partial Hospital Program

n Geriatric Psychiatry

The Department of Psychiatry at New York City Health + Hospitals/Jacobi
offers Psychiatrists like you, the opportunity to make a real impact! With 89 Adult 
Acute Inpatient beds, a Comprehensive Psychiatric Emergency Program (CPEP), 
a Consultation-Liaison Service, an Adult Ambulatory Practice, and a Community-Based 
Assertive Community Treatment Program, we are well positioned to perform life 
sustaining work. The department employs evidence-based best practices in providing 
the highest quality care to its patients, utilizing a patient-centered approach that is 
respectful of their individuality, culture, and community.

Join our modern, state-of-the-art facility that offers a Level 1 Trauma Center, and 
located in an attractive and safe residential Bronx Neighborhood, just 20 minutes from 
Manhattan. As a North Bronx Healthcare Network hospital, we are affiliated with North 
Central Bronx Hospital and are a teaching site and academic affiliate of the Albert 
Einstein College of Medicine, offering a full continuum of Acute Care Inpatient and 
Outpatient services within diverse Medical and Surgical Specialties, including Psychiatry.

Opportunities are currently available for the following:
n Attending Psychiatrist CPEP
n Inpatient Attending

Moonlighting opportunities 
also available!

We offer an easily accessible location within a beautiful residential Bronx neighborhood, 
generous compensation package, as well as unparalleled health benefits, opportunities 
for advancement, retirement plan, malpractice, Sponsorship for H1 & J1 Visas, and 
much more! For immediate confidential consideration, please email your CV to 
Joe Mastov – Physician Recruiter, at: Mastovj@pagny.org or call 646-895-3875.

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

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

Psychiatrists
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RECRUITING FULL TIME & PER DIEM PSYCHIATRISTS 
NEW YORK METRO AREAS

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.  Northwell’s clinical programs are complemented by a robust education, training, and research enterprise, including the world-renowned 
Psychiatry Research Department at The Zucker Hillside Hospital, which has led cutting-edge investigations that have meaningfully influenced many lives.

TO BOLSTER OUR NETWORK OF OUTSTANDING CARE PROVIDERS, 
WE ARE RECRUITING BOARD ELIGIBLE/BOARD CERTIFIED PSYCHIATRISTS FOR THE FOLLOWING POSITIONS:

AADDUULLTT IINNPPAATTIIEENNTT PPSSYYCCHHIIAATTRRIISSTT
TThhee ZZuucckkeerr HHiillllssiiddee HHoossppiittaall
GGlleenn OOaakkss,, NNYY

SSoouutthh OOaakkss HHoossppiittaall
AAmmiittyyvviillllee,, NNYY

BBeenneeffiittss aatt NNoorrtthhwweellll HHeeaalltthh iinncclluuddee::

 Nationally competitive salaries
 Comprehensive benefits package
 Four weeks’ vacation plus paid conference/CME time

 Academic appointment commensurate with experience 
 Advanced education opportunities
 College Tuition reimbursement for dependent children

QQuuaalliiffiieedd ccaannddiiddaatteess sshhoouulldd ffoorrwwaarrdd tthheeiirr CCVV ttoo LLaann MMaa:: OOPPRR@@nnoorrtthhwweellll..eedduu

CCOONNSSUULLTTAATTIIOONN LLIIAAIISSOONN PPSSYYCCHHIIAATTRRIISSTT
PPhheellppss MMeemmoorriiaall HHoossppiittaall
SSlleeeeppyy HHoollllooww,, NNYY 

SSttaatteenn IIssllaanndd UUnniivveerrssiittyy HHoossppiittaall
SSttaatteenn IIssllaanndd,,  NNYY

CCHHIILLDD IINNPPAATTIIEENNTT PPSSYYCCHHIIAATTRRIISSTT  
AADDOOLLEESSCCEENNTT UUNNIITT
SSoouutthh OOaakkss HHoossppiittaall
AAmmiittyyvviillllee,, NNYY

PPEERRIINNAATTAALL PPSSYYCCHHIIAATTRRIISSTT
TThhee ZZuucckkeerr HHiillllssiiddee HHoossppiittaall
GGlleenn OOaakkss,, NNYY

EEMMEERRGGEENNCCYY PPSSYYCCHHIIAATTRRIISSTT  –– PPeerr--DDiieemm
CCoohheenn CChhiillddrreenn’’ss MMeeddiiccaall CCeenntteerr,, NNYY
LLoonngg IIssllaanndd JJeewwiisshh MMeeddiiccaall CCeenntteerr,, NNYY

AADDOOLLEESSCCEENNTT IINNPPAATTIIEENNTT 
PPSSYYCCHHIIAATTRRIISSTT  
TThhee ZZuucckkeerr HHiillllssiiddee HHoossppiittaall
GGlleenn OOaakkss,, NNYY

CCOOLLLLEEGGEE UUNNIITT IINNPPAATTIIEENNTT  
PPSSYYCCHHIIAATTRRIISSTT  
TThhee ZZuucckkeerr HHiillllssiiddee HHoossppiittaall
GGlleenn OOaakkss,, NNYY

OOUUTTPPAATTIIEENNTT PPSSYYCCHHIIAATTRRIISSTT  
SSttaatteenn IIssllaanndd UUnniivveerrssiittyy HHoossppiittaall,, NNYY
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UMass Medical School

UMass Memorial Health Care

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

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

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

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

Facility Medical Director (Brockton Multi-Service Center, Brockton, MA)
administration and direct care for DMH contracted
outpatient clinic and community support programs. 

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

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

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

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

FOR ADDITIONAL INFORMATION, PLEASE CONTACT:
Marie Hobart, MD, Vice Chair, Public Sector Psychiatry

marie.hobart@umassmed.edu

Part-Time DMH Area Child and Adolescent Psychiatrist (Western MA): 
Support delivery of behavioral healthcare to youth and families served by DMH. 

For additional information on this position, please contact Yael Dvir, MD,
Vice Chair, Child and Adolescent Psychiatry yael.dvir@umassmed.edu

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

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

Geriatric Attending Psychiatrist (Clinton/HealthAlliance Hospital, Clinton, MA)
Provide geriatric services to a 20-bed locked, acute unit. 

Associate Medical Director, CHL (Worcester, MA)
Provide psychiatric and medical supervision

General Adult Outpatient Psychiatrist, CHL (Worcester, MA) 
Outpatient evaluation, consultation and treatment, collaborating with other providers.

Child Psychiatrist CL, (Worcester, MA) 
Provide consultation and liaison services to our pediatric ward at the
Children’s Medical Center and emergency mental health department. 

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

Kimberly Yonkers, MD: c/o: Jessica Saintelus, Physician Recruiter
Jessica.Saintelus@umassmemorial.org

http://jobs.jobvite.com/umassmemorialmedicalgroupphysicians/
search?q=&d=Psychiatry

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

With the continued growth of our Department of Psychiatry and our New 
General Psychiatry Residency Programs at Ocean Medical Center and Jersey 

Shore University Medical Center our vision for Behavioral Health is Bright. 

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

•  Carrier Clinic – Inpatient- PT House Physician (weekends)
On-Call Weekend Rounding Physician

•  Consultation Liaison Psychiatrists:  Raritan Bay Medical Center 
(Perth Amboy)

•  Outpatient: Ocean Medical Center (Brick, NJ)

•  Medical Director for Adult Inpatient Unit: Riverview Medical 
Center (Red Bank, NJ)

•  Outpatient Child & Adolescent Psychiatrist:
Hackensack University Medical Center (Hackensack, NJ) 

•  Geriatrtic Psychiatry: Hackensack University Medical Center 
(Hackensack, NJ)

•  ED/Crisis Unit: Jersey Shore University Medical Center 
(Neptune, NJ)

• Telehealth Remote Psychiatrist - PT

Renee.Theobald@hmhn.org 
or call: 908 - 839 - 5693

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

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

The School of Medicine will be the anchor in the development of a compre-
hensive health sciences campus that will also include research facilities and 
biotechnology endeavors – all in service of educating tomorrow’s doctors, 
discovering novel therapies, and facilitating compassionate and eff ective 
healthcare that will meet the ever-changing needs of tomorrow’s patients.

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

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

Department of Psychiatry
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ALABAMA

Consult Liaison Psychiatrist

Horizon Health, in partnership with 
Mobile Infirmary Medical Center in 

Mobile, AL, is seeking a Consult Liaison 
Psychiatrist to provide comprehensive 

psychiatric consultation to inpatient 
medical units in the Medical Center.  

Candidates must be skilled in general and 
psychosomatic psychiatry.  Candidates 

should also be competent in the 
management of individuals with a broad 

range of clinical problems, including post-
traumatic stress disorder, mood, anxiety 
and psychotic disorders, substance abuse 
disorders, as well as delirium and other 

psychiatric presentations of medical illness.

A career...a lifestyle...an adventure!A career...a lifestyle...an adventure!
laska
A career...a lifestyle...an adventure!A career...a lifestyle...an adventure!
laskalaskaA

As a non-profit, health care organization, Southcentral Foundation serves Alaska Native 
and American Indian people in the Anchorage service area. Our relationship-based Nuka 
System of Care is one of the nation’s most innovative health care systems. With a focus on 
multidimensional wellness, 4/10 option, outpatient clinics, residential homes for adolescents, 
substance abuse programs, and a behavioral urgent response team.

Some benefits of working at SCF include no call, billing, coding and insurance issues handled 
by a separate department, 10 hours of administrative time per week, and no inpatient care.

Unique Opportunity for Psychiatrists. 

Contact Jon Kasgnoc  |  jkasgnoc@southcentralfoundation.com 
(888) 700-6966 x5   |  southcentralfoundation.com

Contact Katherine Lindsay | KLindsay@SouthcentralFoundation.com

(888) 700-6966 | southcentralfoundation.com

PSYCHIATRISTS
For clinical staff and leadership positions

 
 

 

 

The State of New Jersey is an Equal Opportunity Employer

wellness recovery prevention
laying the foundation for healthy communities, together

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

Post Certified - $255,541 (3+ years post certification)  
Board Certified - $237,617
Board Eligible - $224,080
•	 Facilities	are	in	close	proximity	to	metropolitan	

centers of New York City and Philadelphia/N.J. Shore
•	 Psychiatrists	work	with	a	multidisciplinary	team
•	 Primary	care	physicians	provide	for	patient’s	physical	

health care
•	 University	affiliations/opportunities	to	work	with	forensic	

fellows and psychiatry residents
•	 On-site	CME	activities	and	paid	CME	leave	time
•	 35	hour	work	week
•	 Generous	compensation	for	voluntary	on-call	available
•	 Private	Practice	Permitted
•	 12	paid	holidays
•	 Generous	medical	and	dental	benefits	and	retirement	

packages	for	full-time	positions

Candidates must possess N.J. 
medical license

The Department of Health welcomes 
J1 Visa/Conrad 30 Program applicants. 
Additionally, the Department participates 
in a variety of State and federal workforce 
development and incentive programs 
ranging from, but not limited to the 
department’s tuition reimbursement program 
and the Federal Student Loan Redemption 
Program. Additional information provided 
upon request.

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

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

The NEW CHA Center of Excellence for Child & Adolescent Inpatient Mental
Health Care at Somerville will provide a transformative continuum of patient- and

family- centered care for diverse youth with mental health needs. Including specialized
autism spectrum/ neurodevelopmental beds at our Somerville Campus. Cambridge Health

Alliance is already one of the region’s leading providers of behavioral and mental health care.

We are passionate about helping children and their families, join our expanding team and make a 
difference! CHA provides Competitive Salaries starting at $300,000 and Sign on Bonuses!

• Provide clinical care to patients during periods of  inpatient/partial hospitalization 

• Develop and maintain comprehensive treatment plans

• Participate in teaching opportunities with psychiatry residents, fellows, and other mental health 
trainees

• Work in a collaborative practice environment with an innovative clinical model allowing our providers 
to focus on patient care and contribute to population health efforts 

• Fully integrated electronic medical record (Epic) and robust interpreter service

• Academic appointments are available commensurate with criteria of Harvard Medical School

• Candidates with special interest and training in Neurodevelopment encouraged to apply

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

Inpatient Child/Adolescent Psychiatrist Opportunities
Cambridge Health Alliance

In keeping with federal, state and local laws, Cambridge Health Alliance (CHA) policy forbids employees 
and associates to discriminate against anyone based on race, religion, color, gender, age, marital status, 

national origin, sexual orientation, relationship identity or relationship structure, gender identity or 
expression, veteran status, disability or any other characteristic protected by law. We are committed to 

establishing and maintaining a workplace free of discrimination. We are fully committed to equal 
employment opportunity. We will not tolerate unlawful discrimination in the recruitment, hiring, 

termination, promotion, salary treatment or any other condition of employment or career development. 
Furthermore, we will not tolerate the use of discriminatory slurs, or other remarks, jokes or conduct, that 

in the judgment of CHA, encourage or permit an offensive or hostile work environment.

Serve as a member of a multidisciplinary 
mental health team and participate in 
collaborating with colleagues of other 

specialties.  Guaranteed excellent salary 
and benefits, or Fee for Service depending 
on preference of candidate.  Flexible call 

schedule and generous PTO plan for 
employed Psychiatrists.  Position requires 

BC/BE in Psychiatry.  Consult-Liaison 
Fellowship preferred, but not required.

For more information, please contact: 
Mark Blakeney, Horizon Health. Email: 

mark.blakeney@horizonhealth.com
or call: 972.420.7473.

East Alabama Medical Center – Lanier 
in Valley, AL, in partnership with 

Horizon Health, is seeking a Medical 
Director for a new 12-bed geriatric 

inpatient psychiatric program, with plans 
to expand services to 20 inpatient beds.

The Medical Director will provide 
rounding and treatment on patients for the 

inpatient program, as well as program 
administration and oversight services 

regarding service line policies, practice, 
development, compliance, and 

performance improvement. 

Opportunity Highlights
• Hospital-employed position or 
Independent Contractor model available
• Position includes treatment of patients 
on a 12-bed geriatric inpatient unit, with 
plans to expand the program to 20 beds.  
Outpatient practice available with office 
space provided on-campus
• Program is fully staffed and includes a 
full complement of Nurses, Social 
Workers, Mental Health Technicians, a 
Program Director and a dedicated 
Marketing Professional
• Compensation package includes a 
competitive base salary, productivity 
bonus, (sign-on bonus, if offered), a 
comprehensive benefits package, 
relocation assistance, and a Medical 
Director’s stipend

Located on the banks of the beautiful 
Chattahoochee River on the Alabama/

Georgia line, Valley is only 22 miles from 
Auburn, AL, and 27 miles from 

Columbus, GA.  Valley is the perfect 
place to raise a family and enjoy an 

outstanding quality of life!

For more information, please contact: 
Mark Blakeney, Horizon Health.

Voice: 972.420.7473, or email: mark.
blakeney@horizonhealth.com
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CALL TODAY
(609) 495-4367

WANT TO 
PLACE AN AD?

ARIZONA

Psychiatrist

Join our exceptional team of Psychiatry 
Providers assisting individuals and their 

families of all ages with mental health and 
addiction disorders. Our private practice 
prioritizes the health of our patients and 
community using evidence based cutting 

edge solutions. 

Salary: $250-$400k per year

Flexible Schedules: Part time permitted

Optional paid on call for hospital 
services

Both in-patient and out-patient 
opportunities

AZ Medical License required 

EB3 Visa Sponsor

Please contact Nichol Porter, CEO at: 
nporter@saharawc.com or

619-961-9603 for more information

CALIFORNIA

Full-time psychiatrist 
for a large public health & hospital 

system in 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. 

Outpatient Psychiatry Opportunity
San Joaquin County Behavioral Health 

Services is seeking to fill Outpatient Adult 
[General], and Sub-Specialty Psychiatry 
(Child Psychiatry, Geriatric, Forensic, 

Addiction and Psychosomatic Medicine) 
positions in a multidisciplinary, recovery-

oriented clinical setting. Services are 
provided either on-site or using a hybrid 

model of on-site and tele-psychiatry 
practice. The positions offer a very 

competitive salary with a guaranteed base, 
plus incentive opportunities, board certified 

Psychiatrists have the potential to easily 
earn over 300K+ a year; comprehensive 

health insurance; up to three retirement and 
pension programs; 35 days of vacation and 

CME time that increase with tenure. Signing 
and moving bonuses are also available. 

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

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

Psychiatrist Position
Excellent Opportunity in California

Imperial County Behavioral Health 
Services is currently recruiting for full-time 
or part-time psychiatrists.  Imperial County, 

a rich farming area with a population of 
180,000, is located 90 miles east of San 

Diego, 90 miles south of Palm Springs, 60 
miles west of Yuma, Arizona, and just north 

of the cosmopolitan city of Mexicali, 
Mexico.  San Diego State University 

maintains a satellite campus in Calexico, 
and there are several private and public 

universities located in Mexicali. Imperial 
County’s location and diversity make it the 

perfect place for any professional. 

The position pays a highly competitive 
salary, including health benefits for you and 
your family, requires no hospital work and 

minimal after-hours work, freeing you up for 
more leisurely activities.  As a Psychiatrist 

with Imperial County Behavioral Health, you 
will be part of a multi-disciplinary treatment 

team that includes therapists, nurses and 
rehabilitation technicians that provide 

comprehensive support and resources to 
assist clients in achieving recovery.

J-1 and H1-B Applicants welcome.  Our 
agency is experienced in successfully 
processing J-1 Waiver and H-1B Visa 

applicants.

Qualified candidates must have a CA 
medical license or ability to obtain.  Send 
CV to Imperial County Behavioral Health 

Services, 202 North 8th Street, El Centro, 
CA 92243.   

For additional information, please 
contact: Kristen Smith (442)265-1606

kristensmith@co.imperial.ca.us

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

license or ability to obtain.  

Send CV to 
Yashwant Chaudhri, MD, APC
8770 Cuyamaca Street, Ste 4,

Santee, CA 92071

or email to: ychaudhri@yashhealth.com

Realize Your Dream
Freedom & Flexibility

Private Practice
Tele-Psychiatry or In-Person

Flexible Work Hours
Clinical Freedom

Unlimited Vacations
No Calls

100% Outpatient
H1 Visa Welcome

Earn over $350K/Year
Benefits includes:

Malpractice Ins, 401K, Medical,
Dental, Vision & LTD ins

We are looking for Adult and
Child Psychiatrists in

San Francisco Bay Area
Los Angeles/Orange County Area

San Diego Area
Sacramento Area

Comprehensive Psychiatric Services
Mansoor Zuberi, M.D.

P) 925-944-9711 F) 925-944-9709
drzuberi@psych-doctor.com

www.psych-doctor.com

3 Psychiatrist Openings in
Greater San Francisco Area

1 Outpatient Clinic, 1 PHP/IOP, and
1 Inpatient/Consult-Liaison position

Opportunity can include psychotherapy
and specialized practice

Competitive comp. & Full benefits

Highly desirable community/Very
collegial psychiatrist-owned practice

For a detailed 
Opportunity Overview, contact:

Heidi Johnson
Healthcare Recruitment Link

hjohnson@healthrecruitlink.com
360.930.8668 - Direct Line

BE or BC psychiatrist needed. Following 
locations have immediate openings:

• San Jose, CA: Schedule: 24 hours per 
week; Pay Rate: $188 - $230/hour 
Excellent Benefits! 

• San Jose, CA: Schedule: 40 hours per 
week; Pay Rate: $188 - $230/hour 
Excellent Benefits!

• San Leandro, CA: Schedule: 40 hours 
per week. Pay Rate: $188 - $230/hour 
Leadership Opportunity and Excellent 
Benefits!

• Orange, CA: Schedule: 16 hours per 
week. Pay Rate: $171 - $192/hour  

• For additional listings, please visit:
www.telecarecorp.com/physician-jobs/

You will work as part of a multidisciplinary 
team. The staff is all very friendly, and it is 

a supportive working environment.

Please email your resume to 
Psorecruiting@telecarecorp.com 

EOE M/F/V/Disability

Employment Opportunity:
Psychiatrist

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

Must have CA medical license 
or eligible to obtain it.

$217,360 - 235,206 Annually

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

An Equal Opportunity Employer

FLORIDA

Naples FL private practice. Are you 
ready to escape congestion, crime, cold 

and managed care control? Be your own 
boss?

Private pay, well established adult 
Psychiatric practice, current practitioner 
seeks to retire, but will be available for 
transition. Terms negotiable, excellent 

growth potential, Board Certified 
Psychiatrists only  Brian  239-405-5607 

pbrianfitz@yahoo.com
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MASSACHUSETTS

As Assistant Medical Director you will serve as the 
chief physician and clinician for the Hathorne units at 

the Tewksbury Hospital. You will work closely with the 
Facility Director, the Director of Nursing and other 

administrative leadership for the hospital. You will be 
responsible for the provision of care and treatment 
delivered by the clinical inpatient services. You will 

oversee the development, implementation, maintenance, 
monitoring and improvement of all clinical programs in 

the Hospital. 

You will be responsible for the maintenance of 
professional practice standards, staff composition, 
performance evaluation, education, and training. In 

addition, you will be responsible for the scheduling and 
supervision of the psychiatrists and the midlevel 

prescriber clinicians assigned to include, but not limited 
to, Tufts Medical School clinicians, credentialed per 

diem and locum physicians/midlevel prescriber 
clinicians.

You will also provide medical leadership to ensure that 
the Hospital meets CMS, Joint Commission, DMH, 
DPH standards and help the Hospital prepare for all 
licensure and accreditation reviews. In addition, you 
may be involved with DMH service providers DMH 

contracted agencies, providing consultations if deemed 
appropriate, and providing periodic cross coverage on 

units when staffing is short and to cover as the doctor on 
call (DOC) if needed.  As Chief of Psychiatry, your 
clinical work and documentation should meet all 

applicable standards and be an example for the rest of 
the staff 

As a member of the Tufts Medical Center staff, you will 
also be eligible for faculty appointment, at a rank 

determined by the Tufts University School of Medicine.  
Faculty Members are expected to demonstrate 

excellence in one or more Areas of Distinction that 
provide a unifying theme for their Academic Activities, 

achievements and scholarship; to demonstrate 
effectiveness in Educational Activities; and to participate 

in Academic Service; along with participation in the 
education mission which may include clinical teaching 

as well as didactic instruction for medical students, 
residents and other learners.

Interested candidates, please send your confidential CV 
to: 

Jennifer Colon
Physician Recruiter 

Tufts Medical Center Physicians Organization
800 Washington Street, #1013

Boston, MA 02111
Fax: 617-636-7523

Email: jcolon@tuftsmedicalcenter.org
www.tuftsmedicalcenter.org

Addiction Psychiatrist 
Tufts Medical Center 

Description
Tufts Medical Center through its department of psychiatry at 
the Tufts School of Medicine and is seeking an experienced 

leader in addiction psychiatry to serve as the Director of 
Addiction Psychiatry at Tufts Medical Center and to begin the 
development of an academically and clinical program at Tufts 
Medical Center.  Qualified candidates will be eligible for a full 
time faculty position at Tufts University School of Medicine at 
the appropriate academic rank. The Director of this service will 

interface closely with the Chief of Consultation-Liaison 
Psychiatry, leadership of medical, surgical and ED services, 
training leadership across the medical center and the Chief 

Medical Officer.

 Candidate Qualifications
• M.D. or .D.O. BC/BE in Psychiatry and formal subspecialty 
training in Addiction Psychiatry, BC/BE in addiction 
psychiatry.
• Preference will be given to those with experience in academic 
medical center addiction and consultation settings
• Possess credentials for a faculty appointment at the minimum 
rank of  Assistant Professor
• Medical licensure in the Commonwealth of Massachusetts.
• Tufts Medical Center and Tufts Medical Center Physicians 
Organization are EEOC employers and candidates from 
minority and underrepresented groups are strongly encouraged 
to apply. 

Tufts Medical Center is an exceptional, not-for-profit, Level 1 
Trauma, 415-bed academic medical center that is home to both 
a full-service hospital for adults and the Floating Hospital for 

Children. Conveniently located in downtown Boston and 
embedded within the Tufts University Health Sciences campus, 

the Medical Center is the principal teaching hospital for the 
Tufts University School of Medicine. Floating Hospital for 

Children is the full-service children’s hospital of Tufts Medical 
Center and the principal pediatric teaching hospital of Tufts 

University School of Medicine. Division Faculty members are 
actively supported in pursuing the outstanding opportunities for 
collaborative academic work that span the academic spectrum 

across the campus. 

We offer competitive compensation, comprehensive benefits 
package, and a generous employer retirement plan contribution.

Interested candidates, please send your confidential CV to: 
Jennifer Colon

Physician Recruiter 
Tufts Medical Center Physicians Organization

800 Washington Street, #1013
Boston, MA 02111

Telephone: 857-275-6126
Fax: 617-636-6366

Email: jcolon1@tuftsmedicalcenter.org
www.tuftsmedicalcenter.org

Tufts Medical Center Physicians 
Organization is an EEO/AA employer. 

Tufts Medical Center Department of Psychiatry is 
seeking a full-time board-certified psychiatrist

interested in becoming the leader of a multidisciplinary 
treatment team at The Solomon Carter Mental Health 

Center, a Massachusetts DMH teaching hospital 
located in Boston and at Tewksbury Hospital, 

Hathorne Units, located 20 miles North of Boston. 
The successful candidate must have a current/valid MA 

license and unrestricted DEA and MA Controlled 
Substance Registration, possess a minimum of three 

years of post-residency experience, as well as 
experience in working with inpatients in a consultation 
liaison capacity and interest/experience in working with 
patients with both serious mental illness, substance use 

disorders and forensic patients. 

The Solomon Carter Fuller Mental Health Center is 
a model facility that provides trauma-informed, 

recovery-oriented, person-centered and strength-based 
clinical and rehabilitative treatment. Applicants should 

be familiar with these evidence-based therapeutic 
procedures.

Tewksbury Hospital provides a therapeutic 
environment to provide patient focused medical and 

psychiatric care along with diagnostic services to meet 
the needs of patients with complex chronic 

psychological or social needs. Tewksbury Hospital is in 
the process of becoming the model facility for 

providing recovery oriented, trauma informed, family 
focused, person centered and strength based clinical 

and rehabilitative treatment.

There is no required on-call, no evenings, no weekends, 
no nights, or no holidays, although physicians can sign 
up for voluntary night and weekend shifts at additional 
pay. Attending Psychiatrists are eligible for a faculty 

appointment at Tufts at appropriate rank, a competitive 
salary and excellent benefits.

As an employee of the Tufts Medical Center 
Physician’s Organization, the physician practice of 

Tufts Medical Center, you will receive a comprehensive 
benefits package, competitive compensation, and a 
generous employer retirement plan contribution.

Interested candidates, please send your CV and a letter 
of interest in confidence to:

Jennifer Colon
Physician Recruiter

Tufts Medical Center Physicians Organization
800 Washington Street, #1013

Boston, MA 02111
Telephone: 857 -275-6126

Fax: 617-636-6366
Email: jcolon1@tuftsmedicalcenter.org

www.tuftsmedicalcenter.org

RETHINK CLASSIFIEDS WITH 

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

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

Through both digital and print placements on our website, eNewsletters and publication, 
you’ll be able to position your off erings to leading mental health professionals.
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SOUTH CAROLINA

Inspire health. Serve with compassion.
Be the difference.

Child Consultation- Liaison Psychiatrist
Greenville, SC

Prisma Health, the largest not-for-profit healthcare 
provider in South Carolina, currently seeks BC/BE Child 

& Adolescent Psychiatrists to join our growing 
psychiatry department. The department is expanding our 
clinical, education, and research missions and looking for 
great candidates to help us grow!  Successful candidates 
will have the opportunity to work within our children’s 
hospital and outpatient clinics. Ideal candidates should 
have an interest in teaching and eligibility for faculty 

appointment with University of South Carolina School of 
Medicine Greenville, located on Prisma Health’s 

Greenville Memorial Medical Campus.  

Details Include:
• Candidate must be fellowship-trained and BE/BC in 
child and adolescent psychiatry
• Experience or interest in working in a consultation-
liaison role and outpatient clinics
• Monday - Friday work schedule with 1:7 weekend 
inpatient coverage
• Academic faculty position working with fellows, 
residents and medical students
• Competitive compensation
• Rich benefits package including relocation, malpractice, 
health and dental insurance
• CME allowance

Prisma Health is a not-for-profit health company and the 
largest healthcare system in South Carolina. With nearly 
30,000 team members, 18 acute and specialty hospitals, 

2,947 beds and more than 300 outpatient sites with nearly 
2,000 physicians, Prisma Health serves more than 1.2 

million unique patients annually in its 21-county market 
area that covers 50% of South Carolina. Prisma Health’s 
goal is to improve the health of all South Carolinians by 

enhancing clinical quality, the patient experience and 
access to affordable care, as well as conducting clinical 

research and training the next generation of medical 
professionals.

Greenville, South Carolina is a beautiful place to live and 
work and the Prisma Health - Upstate catchment area is 

1.3 million people. Greenville is located on the I-85 
corridor between Atlanta and Charlotte and is one of the 
fastest growing areas in the country. Ideally situated near 

beautiful mountains, lakes and beaches, we enjoy a 
diverse and thriving economy, excellent quality of life 
and wonderful cultural and educational opportunities.

*Public Service Loan Forgiveness (PSLF) Program 
Qualified Employer*

Qualified candidates should submit a letter of interest 
and CV to Lexy Mason, Physician Recruiter,

Lexy.Mason@PrismaHealth.org,

Prisma Health is an equal opportunity employer which 
proudly values diversity.

Candidates of all backgrounds are encouraged to apply.

Inspire health. Serve with compassion.
Be the difference.

Addiction Psychiatrist
Greenville, SC

Prisma Health, the largest healthcare provider in South 
Carolina, currently seeks BC/BE Child & Adolescent 

Psychiatrists to join our growing psychiatry department. 
The department is expanding our clinical, education, and 

research missions and is seeking candidates in all 
specialties. Successful candidates will have the 

opportunity to work within our specialty outpatient 
clinics and/or programs, and work across disciplines with 
other departments. Ideal candidates will have an interest 

in teaching and be eligible for faculty appointment at 
University of South Carolina School of Medicine 
Greenville, located on Prisma Health’s Greenville 

Memorial Medical Campus.  

Details Include:
• Experience in outpatient academic and community 
mental health settings
• Experience seeing patients with substance use disorder, 
co-occurring disorders and MAT
• Monday - Friday Outpatient with 1:10 weekend 
inpatient coverage
• Working with fellows, residents, medical students, and 
advanced practice providers
• Collaborative work with community partners including 
acute and residential rehab facilities. 
• Competitive compensation
• Rich benefits package including relocation, malpractice, 
health and dental insurance
• CME allowance

Prisma Health is a not-for-profit health company and the 
largest healthcare system in South Carolina. With nearly 
30,000 team members, 18 acute and specialty hospitals, 

2,947 beds and more than 300 outpatient sites with nearly 
2,000 physicians, Prisma Health serves more than 1.2 

million unique patients annually in its 21-county market 
area that covers 50% of South Carolina. Prisma Health’s 
goal is to improve the health of all South Carolinians by 

enhancing clinical quality, the patient experience and 
access to affordable care, as well as conducting clinical 

research and training the next generation of medical 
professionals.

Greenville, South Carolina is a beautiful place to live and 
work and the Prisma Health catchment area is 1.3 million 
people. Greenville is located on the I-85 corridor between 

Atlanta and Charlotte, and is one of the fastest growing 
areas in the country. Ideally situated near beautiful 

mountains, lakes and beaches, we enjoy a diverse and 
thriving economy, excellent quality of life and wonderful 

cultural and educational opportunities.

*Public Service Loan Forgiveness (PSLF) Program 
Qualified Employer*

Qualified candidates should submit a letter of interest 
and CV to: Lexy Mason, Physician Recruiter,

Lexy.Mason@prismahealth.org

Prisma Health is an equal opportunity employer which 
proudly values diversity.

Candidates of all backgrounds are encouraged to apply.

Inspire health. Serve with compassion.
Be the difference.

Child & Adolescent Psychiatrist
Greenville, SC

Prisma Health, the largest healthcare provider in South 
Carolina, currently seeks BC/BE Child & Adolescent 

Psychiatrists to join our growing psychiatry department. 
The department is expanding our clinical, education, and 

research missions and is seeking candidates in all 
specialties. Successful candidates will have the 

opportunity to work within our specialty outpatient 
clinics and/or programs, and work across disciplines with 
other departments. Ideal candidates will have an interest 

in teaching and be eligible for faculty appointment at 
University of South Carolina School of Medicine 
Greenville, located on Prisma Health’s Greenville 

Memorial Medical Campus.  

Details Include:
• Candidate must be fellowship-trained and BE/BC in 
child and adolescent psychiatry
• Experience in an outpatient mental health setting, 
including telepsychiatry services
• Monday - Friday Outpatient with 1:7 weekend inpatient 
coverage
• Academic faculty position working with fellows, 
residents and medical students
• Competitive compensation
• Rich benefits package including relocation, malpractice, 
health and dental insurance
• CME allowance

Prisma Health is a not-for-profit health company and the 
largest healthcare system in South Carolina. With nearly 
30,000 team members, 18 acute and specialty hospitals, 

2,947 beds and more than 300 outpatient sites with nearly 
2,000 physicians, Prisma Health serves more than 1.2 

million unique patients annually in its 21-county market 
area that covers 50% of South Carolina. Prisma Health’s 
goal is to improve the health of all South Carolinians by 

enhancing clinical quality, the patient experience and 
access to affordable care, as well as conducting clinical 

research and training the next generation of medical 
professionals.

Greenville, South Carolina is a beautiful place to live and 
work and the Prisma Health catchment area is 1.3 million 
people. Greenville is located on the I-85 corridor between 

Atlanta and Charlotte, and is one of the fastest growing 
areas in the country. Ideally situated near beautiful 

mountains, lakes and beaches, we enjoy a diverse and 
thriving economy, excellent quality of life and wonderful 

cultural and educational opportunities.

*Public Service Loan Forgiveness (PSLF) Program 
Qualified Employer*

Qualified candidates should submit a letter of interest 
and CV to: Lexy Mason, Physician Recruiter,

Lexy.Mason@prismahealth.org, 

Prisma Health is an equal opportunity employer which 
proudly values diversity.

Candidates of all backgrounds are encouraged to apply.

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

Find What You’re
Looking For Now
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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.

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% African-
American, 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 INGREZZA  
(n=262) (%)

Placebo  
(n=183) (%)

General Disorders
Somnolence (somnolence, fatigue, sedation) 10.9% 4.2%
Nervous System Disorders
Anticholinergic effects (dry mouth, constipation, disturbance  
in attention, vision blurred, urinary retention)

5.4% 4.9%

Balance disorders/fall (fall, gait disturbance, dizziness,  
balance disorder)

4.1% 2.2%

Headache 3.4% 2.7%
Akathisia (akathisia, restlessness) 2.7% 0.5%
Gastrointestinal Disorders
Vomiting 2.6% 0.6%
Nausea 2.3% 2.1%
Musculoskeletal Disorders
Arthralgia 2.3% 0.5%

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

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  
Management:

Digoxin concentrations should be monitored when coadministering  
INGREZZA with digoxin. Increased digoxin exposure may increase the risk  
of exposure-related adverse reactions. Dosage adjustment of digoxin may  
be necessary.

1 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).

for oral use

Distributed by:  
Neurocrine Biosciences, Inc.  
San Diego, CA 92130

INGREZZA is a registered trademark  
of Neurocrine Biosciences, Inc.
CP-VBZ-US-0203v5 05/2020
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NOW AVAILABLE
60 mg 
Capsule

NOW AVAILABLE
60 mg 
Capsule
60 mg 
Capsule
60 mg 

MOST PRESCRIBED TREATMENT
FOR TARDIVE DYSKINESIA1

ADVERTISEMENT

ONLY INGREZZA OFFERS 
ALL THE EASE OF2:

One capsule, once daily

Effective dosing options

No titration required

Taken any time of day

Taken with or without food

Important Information
INDICATION & USAGE
INGREZZA® (valbenazine) capsules is indicated for the treatment of adults with tardive dyskinesia.

IMPORTANT SAFETY INFORMATION
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 & 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.

WARNINGS & PRECAUTIONS (continued)
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.

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.

REFERENCES: 1. Data on file. Neurocrine Biosciences, Inc. 2. INGREZZA [package 
insert]. San Diego, CA: Neurocrine Biosciences, Inc.
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