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L-Methylfolate: Augmenting Agent May 
Contribute to Agitation and Mania
» Sara Robinson, MSN, RN, 
PMHNP-BC and John J. Miller, MD

L -methylfolate is commonly pre-
sented as a safe augmenting 
agent to patients with antide-

pressant non-response in unipolar 
depression with virtually no side ef-
fects. Although this is likely to be 
true most of the time, as with any 
treatment, there are risks that can be 
significant albeit rare. Currently, 
there is a paucity of published litera-

ture of double-blind placebo-con-
trolled randomized clinical trials of 
the efficacy and tolerability of 
L-methylfolate in both unipolar and 
bipolar depression. This article dis-
cusses the rationale and history of 
L-methylfolate use in such patients, 
and then shares three cases that col-
lectively suggest L-methylfolate may 
contribute to agitation and mania.

L-methylfolate 
In humans, folate (ie, Vitamin B9) is 
one of 13 essential vitamins. Low se-
rum folate and low red blood cell 
(RBC) folate levels are independent 

» Nidal Moukaddam, MD, PhD ,and Asim Shah, MD

S
tarting as a mysterious pneumonia in Wu-

han, China, the newly named COVID-19 

has resulted in a worldwide outbreak, 

causing morbidity and mortality as well as poten-

tially disrupting the global economy. The World 

Health Organization (WHO) has declared this a 

global pandemic; to date (as this article goes to 

press), there are more than 80,000 reported cases 

worldwide (72,506 from Mainland China, Hong 

Kong, and Macau), and COVID-19 has claimed 

more than 2700 lives. (For more information, 

please see https://www.cdc.gov/coronavirus/ 

2019-ncov/summary.html.) 
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FROM THE CHAIRMAN

We’ve Come 
a Long Way… 
Or Have We?
Y

ou know the old saying, “The more things change, the more 

they remain the same.” In many ways we have made great 

strides, and our lives are most likely easier and better than 

the lives of our grandparents and previous generations. But, it 

seems like we are still fighting the same battles.

Take, for instance, COVID-19. We have seen frightening epi-

demics in the past 100 years—HIV, Ebola, smallpox, Spanish flu, 

etc. Outbreaks are not uncommon, yet we continue to struggle with 

appropriate reactions to new threats. It does not take long for fear, 

panic, and distrust to settle in or for bad information to spread. That 

is why Psychiatric Times invited Drs Nidal Moukaddam and Asim 

Shah to shed some light on this new virus, the pandemic, and its 

potential impact. Our goal is to arm you with the information you 

need to better educate and help your patients.

Are we faring better in the field of addiction medicine? In our 

Psychiatry 20/20 series, Dr Thomas Kosten looks back at society’s 

approaches to addiction and comes away with mixed results. Thank-

fully, the US government is no longer interested in arresting and 

jailing psychiatrists and other addiction specialists while these clini-

cians help opioid-dependent patients. And, the pharmacological op-

tions to address addiction are also greatly improved. Yet, Dr Kosten 

is quick to point out that we are still battling an opioid epidemic, and 

only time will tell if we have learned the lessons of the past.

Fortunately, there are some areas where there has been progress. 

To address medication adherence, for instance, we now have psy-

chotropic medications with improved adverse effect and efficacy 

profiles as well as new delivery methods. Along those lines, this 

month’s continuing medical education article discusses the pros 

and cons of long-acting injectable antipsychotics in helping to not 

only improve adherence but also outcomes.

So, while we may continue with similar struggles, it seems like 

we are taking steps in the right direction. And, cover-to-cover,  

Psychiatric Times will continue to provide you with timely clinical 

information and discussions so you, too, can make and  

see progress! ❒

Mike Hennessy Sr
Chairman and Founder, MJH Life Sciences
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Imagine if you or a loved one was 
diagnosed with cancer, and your on-
cologist had not learned about any 
new medications related to the treat-
ment of this cancer for the past 5 
years? What if your family mem-
ber with a stable psychotic disor-
der developed severe tardive dys-
kinesia and, as a result, would not 
leave their group home due to the 
embarrassment caused by these in-
voluntary movements—and their 
prescribing clinician had no 
knowledge of the two drugs that 
were FDA approved in 2017 to 
treat this movement disorder?

I love psychiatry, I love biochem-
istry, and I love learning. These pas-
sions collide in the arena of new drug 
development, which continues to 
deliver novel drug mechanisms of 
action throughout the field of medi-
cine. In 1986, as I began my intern-
ship at the Medical Center Hospital 
of Vermont, with the gift of an out-
standing psychopharmacology men-
tor, John Ives, MD, I was able to 
confidently learn to prescribe all the 
psychiatric medications in our arma-
mentarium at that time. To be fair, 
the list was rather short: monoamine 
oxidase inhibitors, tricyclic antide-
pressants, benzodiazepines, antihis-
tamines, anticholinergics, antipsy-
chotics, lithium, carbamazepine, 
valproate, and a few others. 

During my internship year, I was 
taught the pharmacology and 
FDA-approved indications for two 
new psychiatric drugs: bupropion 
(which was approved on December 
30, 1985 for the treatment of major 
depression)  and buspirone (which 
was approved for the treatment of 
generalized anxiety disorder in 1986). 
These drugs had novel mechanisms 
of action and immediately were add-
ed to the hospital’s pharmacy formu-
lary for the treatment of inpatients.

In my years of adult psychiatry 
residency at the Department of Psy-
chiatry at the University of MA 
Medical Center in Worcester, two 
additional medications were FDA 
approved that revolutionized treat-
ment options for many of our pa-

tients: fluoxetine and clozapine. A 
game changer for our patients with 
schizophrenia, clozapine was FDA 
approved in 1989 for refractory 
schizophrenia. Clozapine served as 
a paradigm shifter, and it remains 
the most effective treatment for re-
fractory schizophrenia. Additional-
ly, it prompted receptor-directed re-
search on novel agents that would 
modulate serotonin along with do-
pamine receptors for the treatment 
of psychosis and mania. Within 
months of its FDA approval, under 
the guidance of my psychopharma-
cology supervisor, I crossed titrated 
a patient with refractory paranoid 
schizophrenia from high dose per-
phenazine  to clozapine. Meanwhile, 
my very first educational seminar on 
how to dose clozapine, and the im-
portant risks/benefits/side effects 
that I needed to understand before 
prescribing this novel drug, was pre-
sented by the pharmaceutical repre-
sentative from Sandoz, who also 
provided me with a host of peer-re-
viewed, published clinical trials and 
information on clozapine.

The value of keeping up to 
date 
In 1995, while an assistant professor 

DR MILLER is Medical Director, 
Brain Health, Exeter, NH; Editor in 
Chief, Psychiatric Times; Staff 
Psychiatrist, Seacoast Mental Health 
Center, Exeter, NH; Consulting 
Psychiatrist, Exeter Hospital, Exeter, 
NH; Consulting Psychiatrist, Insight 
Meditation Society, Barre, MA.
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of psychiatry at the University of Massachusetts Med-
ical Center, I was invited to join the speakers’ bureau 
for a pharmaceutical company. During the subsequent 
25 years, I have proudly maintained ongoing consul-
tation collaborations with pharmaceutical companies 
that are focused on developing new medications with 
novel mechanisms of action as well as medications 
with improved efficacy and tolerability as compared 
to similar medications currently available. Once FDA 
approved, I continue to enjoy educating psychiatric 
colleagues on information important to any prescriber 
of a new medication: pharmacokinetics, pharmaco-
dynamics, clinical trial results, approved indications, 
risks, benefits, and side effects.

Although there are many critics of physicians 
who collaborate with the pharmaceutical industry, I 
judge myself based on the feedback from the clini-
cians to whom I present this information. Of course, 
I always disclose any potential conflicts of interest 
when presenting a lecture or authoring a publica-
tion, which is essential.

During my tenure as a psychiatrist, I have been 
impressed and invigorated by the dedicated research 
and development in the pharmaceutical industry as 
well as their commitment to further understanding 
disease states and identifying novel medications that 
serve to decrease symptoms and improve the quality 
of life of our patients. A great example was the simul-
taneous FDA approval of two novel medications in 
2017 for the treatment of tardive dyskinesia, a move-
ment disorder caused by chronic exposure in a part of 
the brain to dopamine-2 receptor blocking agents (in-
cluding all of the antipsychotics). Although tardive 
dyskinesia was identified in the late 1950s, and for 
many of our patients causes significant functional im-
pairment, we had no treatment for it until these two 
medications were approved. Outside of psychiatry, 
the specialties of neurology, oncology, hematology, 
immunology, endocrinology, gastroenterology, and 
others have had spectacular breakthroughs in novel 
treatments that literally have been life-saving.

A firewall withholding new information
As clinicians with the opportunity to prescribe 
life-changing medications for our patients, I be-
lieve it is important to understand our biases, both 
positive and negative, toward Pharma. One benefit 
from lecturing around the country is the opportuni-
ty to meet and speak with psychiatrists, nurse prac-
titioners, and psychiatric providers of all types, and 
to hear their experiences and challenges in various 
treatment settings. As a believer in immediate ac-
cess to all new information that may improve the 
quality of patient care, it has been disheartening to 
consistently hear for more than 15 years about the 
pervasive culture at many medical centers and 
health care systems to ostracize the pharmaceutical 
industry, and not uncommonly, to threaten to fire 
employed physicians and clinicians who would 
like to attend educational programs about new 
medications on their own free time. 

Time to move forward
When I reflect on the rich learning opportunities and 
experiences I have had in my role as a consultant and 
lecturer for various pharmaceutical companies over 
the past 25 years, I remain befuddled as to why many 
of our major medical centers/residency training pro-
grams/health care systems continue to ban the phar-

maceutical industry from having any communication 
with their treatment providers. The majority of physi-
cians and pharmaceutical companies, myself includ-
ed, all agree that during the 1990s the relationship 
between the pharmaceutical industry and prescribers 
was out of control. Too much money was being 
thrown around with no clear guidelines and embar-
rassing conflicts of interest. Appropriately, in the ear-
ly 2000s, there was a major restructuring of how pre-
scribers and the pharmaceutical industry interfaced. 

As one would expect, initially the pendulum swung 
too far in the direction away from collaboration. In 
my opinion, the tragedy is that it has continued to 
swing away from ethical and appropriate collabora-
tion to the current culture where the pharmaceutical 
industry is often demonized and ostracized.

Sadly, the real victims are our patients. When the 
faculty that is training the next generation of clini-
cians intentionally avoid learning about new medi-
cations and do not utilize novel treatments because 
of some misperception of greedy collusion with 
pharma or insecurity that they will be judged by 
their peers as unscrupulous, the standard of care 
will be steadily lowered and our oaths to “Do No 
Harm” will be broken.

The United States has always been a fertile 
field for discovery, research and development, 
and innovation in all markets, including the phar-
maceutical industry, hospital systems, medical 
device development, and the delivery of quality 
health care. Many of these markets require a mar-
gin of profit to survive in our country’s economic 
structure. This profit motive is primal and neces-
sary for continued operations, but it does not nec-
essarily equate with sinister motives and rogue 
manipulations. Every bushel from the orchard is 
likely to have one rotten piece of fruit, but we do 
not discard the entire bushel as bad.

Our profession is one of lifelong learning, and 
that fact creates a responsibility to remain up to 
date on new and expanding treatments specific to 
our specialty. Any new treatment is initially vetted 
by the FDA or other regulatory agencies. Once a 
novel treatment is available to us frontline clini-
cians, our due diligence should include an objec-
tive appraisal of this new treatment, being mindful 
of positive as well as negative biases that may in-
trude into our assessment, so we may determine 
when and how the new treatment may fit into our 
constantly evolving armamentarium. 

In an ideal world, clinicians would be provided 
sufficient and mandatory time each week to re-
search and learn about newly available treatments. 
My observation is that, despite good intentions, the 
stresses of a busy schedule, onerous documenta-
tion, returning phone calls, reviewing lab work, 
and conducting other patient-related correspon-
dence ultimately collude to exhaust us by the end 
of the day. In this current climate, spending time 
with a pharmaceutical representative or attending 
a lecture program by a physician consultant may 
provide an efficient vehicle to learn the basic data 
and FDA-approved facts that we can then ponder, 
discuss with colleagues, and ultimately make our 
own informed decision about the potential role of 
new treatments in our clinical practice.

The current political climate in the United States is 
teaching us about the dark side of extreme partisan-
ship—such partisanship should not exist in our hon-
orable profession of medicine. I would suggest that it 
is time to reassess the black and white polarization 
that many academic and medical systems have erect-
ed against the pharmaceutical industry and that we 
resume collaboration in a manner that provides our 
patients with the best possible treatments. 

I wonder how many years would have passed 
before I prescribed clozapine if I never attended 
that in-service by the clozapine sales representative 
during my residency? ❒

Some generalized 
recurrent themes include:

  Psychiatric residents who sneak out to a 
lecture on a new drug express frustration 
that the attending/supervising psychiatrists 
with whom they work have no knowledge of 
new medications that have been FDA 
approved over the past 5 to 10 years.

  A psychiatrist at a major medical center/
teaching hospital who was fearful to attend 
a lecture program about a new medication 
because they were told that they would be 
fired if they attended any pharmaceutical 
industry sponsored educational program—
even though it was after hours and on their 
own time.

  Major medical centers/health care systems 
banning pharmaceutical company 
representatives, including highly trained 
medical science liaisons (usually medical 
doctors or doctorate level pharmacists who 
receive no remuneration for any resulting 
business, rather acting  purely as a scientific 
resource) from even entering their buildings.

  A student with only two months remaining 
before completing her psychiatric nurse 
practitioner program at a New England 
teaching hospital attended a 
pharmaceutical company-sponsored 
program where she first learned about a 
medication that has demonstrated some 
unique properties helpful for a sub-
population of patients and that was FDA 
approved more than four years ago.

  Psychiatrists at a busy community mental 
health center express frustration that when 
their patients were admitted to several 
different inpatient psychiatry units, the 
“newer” medications were stopped, and their 
patients were discharged on an array of side 
effect-ridden older medications because they 
were the only options available on the 
hospital’s pharmacy formulary.

  Frontline prescribers are not allowed to 
accept medication samples from 
pharmaceutical companies at risk of job 
termination. This is unfortunate for many 
reasons; in my view, the biggest reason 
being a lost opportunity to have a month 
trial, at no cost, on a medication to see if it 
is effective before providing a prescription 
that will likely require an accompanying 
nightmarish prior authorization form.
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As psychiatrists we must remember that comor-
bidities is often the rule, not the exception. This 
is especially true for obsessive and compulsive 

disorder (OCD). Not only is this important from a di-
agnostic point of view, but treatment may need to be 
pharmacologically as well as behaviorally diverse to 
treat all the co-existing conditions.

The articles in this Special Report address some of 
the more common comorbidi-
ties: bipolar disorder; Tourette 
syndrome; and anxiety disor-
ders, such as panic disorder, gen-
eralized anxiety disorder, simple 
phobia, and specific phobia, es-
pecially in an adolescent popula-
tion. In discussing bipolar disor-
der, the point is made that 
treating the mania may be 
enough and that adding a sero-
tonin reuptake inhibitor could 
worsen mood symptoms, partic-
ularly mania. In treating Tourette 
syndrome, special attention should be given to Com-
prehensive Behavioral Intervention for tics before 
considering the addition of neuroleptics or the newer 
alpha-2 adrenergic agonist in the separate treatment of 
the tics in addition to the OCD.

With the article by Andrea Aguglia, MD, PhD, 
and colleagues, we are reminded that the brain is 
connected to the rest of the body. Comorbid general 
medical problems such as diabetes, hypertension, 
and obesity may be related to OCD treatment or 
precipitated by environmental stressors as a result 
of living with the disorder. Some of these environ-

mental stressors include living lonely isolated lives 
and engaging in unhealthy behaviors, such as alco-
hol use and smoking, to deal with the anxiety relat-
ed to OCD symptoms.

Pregnancy is another type of stress that cannot be 
overlooked as a cause or exacerbation of OCD. Erika 
L. Nurmi, MD, PhD, and Carol A Mathews, MD, ad-
dress postpartum OCD and make some specific rec-
ommendations for treatment during and after pregnan-
cy. In particular, they note physiological and 
psychodynamic issues around breastfeeding. For ex-

ample, new mothers may obsess 
about harming the newborn from 
exposure in utero or in breast milk 
because of the OCD medications 
they are taking.

Meanwhile, Jon E. Grant, 
MD,  and Samuel R. Chamber-
lain, MD, provide hope in what 
we have learned most recently 
about the neurobiology of OCD 
but also challenges for us to fill in 
the blanks about what we still do 
not know. They make note of 
newer regions outside of the or-

bital frontal loop that might be part of the neuro-
physiology of OCD.

Although there is still more to say and learn, togeth-
er these articles provide up-to-date information that 
clinicians can turn to when making treatment deci-
sions for OCD, its comorbidities and related disorders.

Dr Pato is Co-Director, Institute for Genomic Health (IGH) 
and Professor and Vice Chair for Research, Department 
of Psychiatry, SUNY Downstate, Brooklyn, NY. She reports 
no conflicts of interest concerning the subject matter of 
this Special Report.
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» Erika L. Nurmi, MD, PhD, and Carol A. Mathews, MD

CASE VIGNETTE

"Johan," 16 years old, has had chronic eye tics since he was 6. Over the years, he 

has manifested multiple tics, including grunting, facial movements, and arm and leg 

movements. In early adolescence, he developed a complex and ritualized sequence 

of tics that involved touching other people, shrieking, posturing, and hand and leg 

movements. The tics were often triggered by unwanted intrusive thoughts or obses-

sions related to impending harm to himself or others.

Behavioral therapy was not of benefit, and several medication trials were 

attempted. He had a partial response to a combination of a selective serotonin re-

uptake inhibitor and a typical neuroleptic. The tics subsided greatly after age 15, 

although he continues to have mild tics occasionally. Depression that developed at 

age 16 was successfully treated with a modification of the SSRI dose.

Tourette syndrome (TS) and other tic 
disorders are neurodevelopmental 
disorders that begin in early child-
hood and are defined by the ongoing 
presence of tics (ie, sudden repetitive 
movements or vocalizations). Tics 
may occur in any muscle group, but 
typically begin with the eyes. Over 
time, tics become more complex, of-
ten include vocal tics, and affect oth-
er muscle groups, usually in a rostral 
to caudal progression.

Simple tics include movements 
such as eye blinking or rolling, gaz-
ing, grimacing and jerking, and vo-
calizations such as grunting, cough-
ing, clicking, and throat clearing. 
Complex tics include touching, hit-
ting, jumping, simulating an action, 
and speaking words and phrases. 
Echophenomena, the mimicking of 
words (echolalia) and gestures 
(echopraxia); paliphenomena, the re-
peating of words (palilalia) and ges-
tures (palipraxia); and coprophenom-
ena, socially inappropriate speech 
(coprolalia) or gestures (coproprax-
ia) can also occur. These are often 
associated with comorbid OCD. 
While coprophenomena are pathog-
nomonic for TS, their frequency is 

exaggerated by the media; in reality, 
only 10% of patients with tic disor-
ders display these symptoms.

Tics are preceded by premonitory 
urges, which are uncomfortable sen-
sations that are relieved by the execu-
tion of the tic. Adults may describe 
tics as a volitional response to an irre-
sistible impulse, rather than an invol-
untary movement. Although tics pre-
dominantly occur during wake time, 
they can also occur during sleep, 
highlighting the lack of volition.

Diagnosis and differen-
tial diagnosis
DSM-5 criteria for TS require child-
hood onset of two or more motor tics 
that occur frequently throughout the 
day nearly every day for longer than 
one year and at least one vocal tic at 
any point. Pure motor or phonic tics 
are diagnosed as persistent motor or 
vocal tic disorder. When tics occur 
for a shorter duration than one year, a 
provisional tic disorder diagnosis is 
given. Mild tics that spontaneously 
resolve without impairment are com-
mon (25%) in childhood and do not 
necessarily indicate an increased risk 
of future psychopathology.

Tic disorders have unique charac-
teristics that differentiate them from 
other neurologic and psychiatric dis-
orders. Tics are repetitive and pre-
dictable but non-rhythmic move-
ments, usually asymmetrical. They 
are multifocal, rapid and preceded by 
an urge or other sensation. With ef-
fort, they are suppressible. Tic per-
sistence and severity fluctuates and 
can be worsened by stress, boredom, 
and fatigue; tics can subside when 
the individual is absorbed in an en-
joyable or demanding activity. Ste-
reotypies, common in autism spec-
trum disorder, can mimic tics, but 
typically occur at a younger age, are 
soothing rather than uncomfortable, 
and are ego-syntonic. Compulsions, 
which are also complex repetitive be-
haviors, are voluntary and marked by 
the presence of distressing or anxious 
thoughts (eg, obsessions) preceding 
the behavior, rather than a physical 
sensation.

Comorbidity and associated 
symptoms
In TS, comorbidity is the rule rather 
than the exception. The majority of 
patients have at least one comorbidi-
ty and more than half have 2 or more 
psychiatric comorbidities. These co-
morbidities are often more impairing 
than the tics. 

ADHD is the most common co-
morbidity, closely followed by OCD; 
anxiety and depression are also fre-
quent (Table 1). Social deficits, 
learning disorders, sleep problems, 
and rage episodes contribute to aca-
demic difficulties. Tics decrease in 
severity during the transition to 
adulthood, often dramatically, but 
comorbid attentional, mood, anxiety 
and sleep symptoms often persist.

While comorbidity worsens prog-
nosis, it does not explain all TS-associ-
ated impairment. Impaired social func-
tioning and peer relationship problems, 
emotional lability, behavior problems, 
and lower quality of life occur in TS 
independent of comorbidity.

Epidemiology and natural 
course
The prevalence of chronic tic disor-
ders is between 1% and 3%, and the 
prevalence of TS is approximately 
0.8%.1 TS affects more males than 
females (4 to 1), but it is undiagnosed 
in about half of all children who have 
it.2 The average age of onset is 5 to 6 
years, and 96% of patients experience 
onset by age 11.3 TS is usually diag-
nosed 2 to 3 years after onset, and 
peak severity occurs around puberty. 

Typically, tics diminish during ado-
lescence or early adulthood, although a 
small minority of patients have an in-
tensifying course without improve-
ment. Even with minimal tics and co-
morbidities entering adulthood, some 
patients continue to have difficulties 
with executive functions in daily life, 
including planning, education, and re-
lating to their peers and, thus, require 
continued support.

Etiology: genetic and envi-
ronmental influences
Tic disorders are strongly genetic with 
heritability estimates between 70% and 
80%.4 However, environmental factors 
clearly also play a role in their develop-
ment and expression. Tic disorders are 
polygenic; in most patients, hundreds 
of genes or alleles of small effect act in 
aggregate to cause increased suscepti-
bility to tic development.

Approximately 58% of the risk for 
TS is conferred by common variants 
distributed across the entire genome, 
while 20% is explained by rare vari-

Update on Tourette Syndrome

OCD AND RELATED DISORDERS

Table 1. Incidence of Tourette 
syndrome comorbidities

Comorbidity Incidence

ADHD ~50%

OCD 30% to 40%

Anxiety 15% to 20%

Depression 5% to 20%

Rage 20% to 60%

SIGNIFICANCE FOR  
PRACTICING PSYCHIATRISTS  
This review of Tourette and other tic disorders will help 
clinicians recognize and manage tics and common 
comorbidities. Additionally, the article suggests 
approaches clinicians can use to educate, advise, and 
empower patients with tics and their families.

 ◗ Tourette can be conceptualized as a disorder of 
disinhibition or “problematic brakes in the brain” 
resulting in unwanted movements and behaviors.

 ◗ Screening for common comorbidities, such as 
ADHD, OCD, anxiety, and depression in patients 
with tics is essential—treating comorbidity can 
reduce tic severity and improve overall 
functioning.

 ◗ While multiple pharmacological strategies can be 
effective, it is often possible to avoid medications 
in treating tic disorders: mild tics may be 
managed with psychoeducation and 
psychosocial support, and behavioral therapy is 
as effective as medication and should be 
considered first-line treatment.
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OCD AND RELATED DISORDERS

ants.5 Multiple risk genes for TS in-
clude those involved in cell adhesion 
and synapse formation, intracellular 
signaling, chromatin regulation, and 
histamine signaling (Table 2). Rare 
damaging variants in about 400 
genes contribute risk in 12% of peo-
ple with TS and copy number vari-
ants that are also seen in other neuro-
developmental disorders account for 
a small percentage of TS but confer 
substantially increased risk when 
present.

TS can fundamentally be concep-
tualized to patients as a disorder of 
“problematic brakes in the brain;” 
dysfunction within the motor and 
limbic components of the corti-
co-striatal-thalamic-cortical loop is 
hypothesized to underlie an inability 
to suppress unwanted movements, 
behaviors, and impulses. Cortical 
thinning in sensorimotor areas may 
also play a role in TS development. 
Tic disorders are associated with 
neurocognitive dysfunction, specifi-
cally deficits in response inhibition 
and attentional processing.

Despite strong genetic underpin-
nings, it is important to note that tics 
are significantly influenced by the en-
vironment. Tic symptom severity is 

associated with paternal age, maternal 
prenatal smoking, low birth weight, 
and obstetrical complications as well 
as stress such as tests at school, peer 
and family conflict, excitement (eg, 
engaging in an exciting activity), and 
physical illness or fatigue.

Treatment options and 
strategies
Recent practice parameters were 
published by the American Academy 
of Neurology with the goal of advis-
ing clinicians when and how to treat 
tic disorders; the treatment recom-
mendations in this review are in line 
with these guidelines.6 Treatment 
plans should be individualized and 
developed collaboratively with the 
patient and family. Screening for co-
morbidities is essential, including 
screening for suicidal ideation, which 
occurs at an elevated rate in TS. De-
spite many treatment options, fami-
lies should understand that treatment 
infrequently results in complete ces-
sation of tics. Several validated rating 
scales are available to measure and 
track tic severity and treatment re-
sponse, such as the Yale Global Tic 
Severity Scale (YGTSS) and Parent 
Tic Questionnaire (PTQ).7,8

Psychoeducation and resources. Al-
though tics can be alarming to par-
ents, most do not need treatment; 
psychoeducation and parent coach-
ing is usually adequate. Although 
parents may be told to ignore tics 
when they first manifest and may be 
reassured that their child will grow 
out of it, a more complete message 
would be to convey the message that 
tics are "no big deal,” that they are not 
shameful, and that it is okay to dis-
cuss them. For chronic tics, education 
in the school with teachers and class-
mates can be extremely effective in 
improving the child’s social experi-
ence and reducing stigma. Families 
can be referred to the Tourette Asso-
ciation of America (tourette.org), 
which has resources and guidance on 
talking about tics at school.

Behavioral treatment. If tics produce 
significant impairment or distress, 
several treatment options are avail-
able. First-line treatment for tic dis-
orders is comprehensive behavioral 
intervention for tics (CBIT) guided 
by a trained therapist.9 CBIT has two 
components: the functional assess-
ment identifies and alters factors in 
the environment that trigger or rein-
force the tics so that a tic neutral en-
vironment is created; and the habit 
reversal treatment (HRT) uses a com-
peting response to train patients to 
tolerate their urge to break the urge-
tic cycle. HRT is as effective as med-
ication but requires practice, so moti-
vation, commitment, and parental 
involvement are key factors.

Pharmacotherapy. When behavioral in-
terventions are inadequate, pharmaco-

therapy may be warranted. Neurolep-
tics are the only FDA-indicated 
medications for tics; those with the 
strongest data include aripiprazole, 
risperidone, ziprasidone, haloperidol, 
and pimozide. Neuroleptics for tics 
can be used at a fraction of the doses 
used to treat psychotic disorders, al-
though adverse effects (eg, motor, met-
abolic) still make this class of medica-
tions less desirable as a first-line 
treatment. Despite a higher adverse 
effect burden, severe impairing tics 
warrant consideration of a neuroleptic.

Although not currently FDA-ap-
proved, the alpha-2 adrenergic ago-
nists guanfacine and clonidine, 
which are used to treat attention defi-
cit/hyperactivity disorder, are often 
prescribed first-line for tics, given 
their favorable risk-benefit ratio. As 
these medications are sedating, pa-
tients and parents should be warned 
about sleepiness during the initial ad-
justment period. Monitoring vital 
signs for hypotension and bradycar-
dia during titration is advised. In ad-
dition to treating comorbid attention-
al symptoms, alpha agonists are as 
effective for tics as neuroleptics, par-
ticularly with comorbid ADHD.10

Other medication options for mod-
erate to severe tics include dopamine 
depleters (tetrabenazine, deutetra-
benazine, valbenazine), GABA mod-
ulators (benzodiazepines, topiramate, 
baclofen), and dopamine agonists. 
Local botulinum toxin (botox) injec-
tion can relieve painful or dystonic 
simple tics but is limited in scope and 
must be repeated quarterly. Cannabi-
noids like  tetrahydrocannabinol 
(THC) and cannabidiol (CBD) are 
under investigation, but given risks to 

Fast Facts on Tourette Syndrome

Table 2. Risk genes for Tourette syndrome

Risk gene(s) Action

NRXN1, CNTN6, SLITRK1, 
CELSR3, FN1

Cell adhesion and synapse 
formation

WWC1 Intracellular signaling

NIPBL Chromatic regulation

HDC Histamine signaling

Phenomenology
  Tic disorders are neurodevelopmental 
disorders characterized by involuntary 
movements and vocalizations, as well as 
frequent psychiatric comorbidity.

  Screening for common comorbidities, such 
as ADHD, OCD, anxiety, and depression in 
patients with tics is essential.

   In addition to tics and psychiatric 
comorbidities, learning, behavioral, social 
and sleep problems can interfere with 
academic functioning.

Epidemiology
  Chronic tic disorders affect up to 3% of the 
worldwide population, males more than females.

Prognosis
  Tics have a prepubertal onset (mean age 6 
years), a waxing and waning course, peak 
symptoms at puberty and decline over 
adolescence.

Differential diagnosis
  Tic disorders are differentiated from other 
disorders by movement character and 
pattern, premonitory urge, voluntary 
suppression, suggestibility, comorbidity, and 
exacerbating factors.

Etiology
   TS is a strongly genetic multifactorial 
disorder that is sensitive to environmental 
influences.

   TS is thought to arise from disinhibition in 

cortico-striatal-thalamic-cortical brain 
circuits.

Treatment
  Mild tics may be managed with 
psychoeducation and psychosocial support.

  Behavioral treatment is as effective as 
medication treatment and should be first-line.

  Neuroleptic medications are highly effective 
for tics but are limited by serious adverse 
motor and metabolic effects.

  Alpha agonists are safe and effective 
alternatives, especially in the context of 
ADHD.

  Treating comorbidity can reduce tic severity 
and improve overall functioning.
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the developing nervous system, are 
inappropriate for children.

Despite long-standing concern 
that psychostimulants worsen tics, 
recent data disapprove this notion.11,12 
If alpha agonists fail to address inat-
tentive, hyperactive, or impulsive 
symptoms, stimulant and/or atomox-
etine trials are warranted. SSRIs are 
beneficial for comorbid OCD, anxi-
ety, and depression.

The natural course of TS is such 
that symptoms frequently improve or 
worsen over time, even when untreat-
ed. Therefore, careful assessment 
over sufficient intervals without 
acute environmental triggers may be 
required to judge whether further 
medication optimization is indicated. 
As the patient matures, it is also im-
portant to evaluate whether medica-
tion is still necessary. After a period 
of sustained stability, gradual taper 
with close observation is advisable.

Neuromodulation. Patients with de-
bilitating refractory tics may be can-
didates for experimental surgical 
treatments such as deep brain stimu-
lation. Given the remitting course of 
TS in adolescence and the high rate 
of adverse events, it is generally not 
an appropriate intervention for youth. 
Trials exploring transcranial magnet-
ic stimulation (TMS) in TS are un-
derway and could represent a less 
invasive option.

Conclusion
Tic disorders are common neurode-
velopmental disorders that have a 
waxing and waning course, which  
generally improve in adulthood. Al-
though tics can be debilitating in a 
minority of patients, the psychiatric 
comorbidities that are seen in the ma-
jority of patients contribute to most 
of the functional impairment. Thus, 
frequent screening for and treatment 
of psychiatric comorbidities is criti-
cal to improving quality of life for 
individuals with TS and other chron-
ic tic disorders. Participation in activ-
ities to promote acceptance, social 
support, self-efficacy, resilience and 
life satisfaction can be some of the 
most important interventions in man-
aging TS.
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Department of Psychiatry and 
Biobehavioral Sciences, University of 
California, Los Angeles, CA and Dr 
Mathews is Professor, Department of 
Psychiatry, College of Medicine, 
University of Florida, Gainesville, FL. 
Dr Nurmi reports that as a member of 
the Medical Advisory Board of the 
Tourette Association of America she 
has received travel support; she also 
on the Medical Advisory Board of Teva 
Pharmaceutical and as such has re-
ceived travel support and honoraria. 
Dr Mathews reports no conflicts of in-
terest concerning the subject matter 
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5-year-old boy referred with eye blink, sniffling, and 
throat clearing tics after his parents brought him for 
medical evaluation for allergies

Recommended initial approach

   Provide psychoeducation, resources, and reassurance for parents

   Teach function-based assessment and tic neutral environment

   Monitor over time

16-year-old girl with mild motor tics and prominent,  
impairing OCD, doing poorly in school

Recommended initial approach

  Provide psychoeducation and resources for patient and parents

   OCD: refer for exposure-response prevention (ERP) therapy, 
consider SSRI (assess level of distress and impairment)

  Tics: teach function-based assessment and tic neutral environment, 
consider CBIT if tics become impairing or distressing

  Assess/screen for common comorbidities (especially ADHD and 
learning disabilities)

12-year-old boy with moderate TS, ADHD, and anxiety, 
bullied at school and struggling academically

Recommended initial approach

  Provide psychoeducation, resources, and psychosocial support for 
patient and parents (teach about speaking to the school/classroom 
about TS)

  Tics: refer for CBIT, consider alpha agonist

  ADHD: rating scales/assessment, teach behavioral strategies, 
consider alpha agonist versus stimulant

  Anxiety: consider referral for CBT, consider SSRI

  Screen for common comorbidities (especially depression)

10-year-old boy with severe Tourette with coprolalia, 
high-functioning autism spectrum disorder, moderate 
OCD, and behavioral problems (including rage episodes) 
with frequent tantrums at home and regularly sent home 
from school for aggression

Recommended initial approach
  Provide psychoeducation, resources, and psychosocial support for 
patient and parents as well as parent training and social skills 
resources

  Tics: consider CBIT if child motivated and able to engage, consider 
alpha agonist versus antipsychotic

   OCD: consider exposure-response prevention if child motivated and 
able to engage, consider SSRI after tics addressed

   Screen for common comorbidities (especially ADHD and depression)

Common case scenarios 
and recommended strategies

“Frequent screening for and treatment of psychiatric 
comorbidities is critical to improving quality of life for 
individuals with TS  and other chronic tic disorders.”
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When Baby and OCD Are on Board 
Assessment and Treatment Issues
» Shelly Kucherer, MD,  
and Nancy Byatt, DO, MBA

CASE VIGNETTE 

“Andrea,” a 28 year old is 6 months 
postpartum. She presents to the psy-
chiatric department (ED) seeking 
help for anxiety.  She notes that she 
was reluctant to come to the ED be-
cause of fear of being judged, yet 
ultimately came because her hus-
band has noticed that she is spend-
ing less and less time with the baby 
and he is becoming increasingly 
worried about her.

Andrea reports that she has been 
having thoughts of drowning her 
child since she was 1 month postpar-
tum. She has been avoiding washing 
dishes for fear that she will spray the 
water on her baby and cause her 
harm. She does not want to harm her 
child, and reports these thoughts are 
scary and distressing, but she cannot 
get the drowning images out of her 
head. The thoughts are frequent and 
can persist for up to 4 or 5 hours ev-
ery day. She is so worried that she 
will act on these thoughts that she 
has been asking her mother or her 
partner to bathe her daughter, and 
she is relieved not to have to do it 
herself. Aside from adapting to life 
with a newborn, she reports no other 
major current stressors and appreci-
ates the support from her husband 
and her parents.

On psychiatric review of symp-
toms, she does not endorse current 
mood symptoms. She has a history of 
depression; in her first year of college 
she was treated with fluoxetine and 
completed a course of cognitive be-
havioral therapy, after which the 
symptoms resolved. She stopped flu-
oxetine 6 months later and has felt 
well since then.

She has no history of harming her-
self or others and no other psychiat-
ric history, including no history of 
obsessive compulsive disorder. She 
reports significant anxiety and feel-
ing on edge often because of the 
thoughts of drowning her baby.  
Aside from recent non-complicated 
vaginal delivery, her medical history 
is also significant for hypothyroidism, 
for which she continues to take 
levothyroxine.

Prevalence and  
epidemiology
Perinatal (ie, pregnancy or in the year 
after birth) obsessive-compulsive 
disorder (OCD) is common, with a 
prevalence of 2% during pregnancy 
and 2.5% in the postpartum period.1  
In perinatal OCD, the onset of OCD 
symptoms is during pregnancy or the 
postpartum period. Subthreshold 
OCD symptoms that can involve in-
trusive thoughts about harming the 
newborn or fetus also are prevalent, 
and prior research reports that 49% to 
69% of women have such thoughts 
during the perinatal period.2 

OCD in the general population of-
ten differs from OCD that presents in 
the perinatal period. In perinatal OCD, 
most obsessions involve the fetus or 
newborn, and the obsessions are often 
accompanied by intrusive thoughts 
and fears of harming the newborn.  
Compulsions often manifest as avoid-
ance of the newborn or things related 
to their obsessions (eg, water, in the 
Andrea’s case).3 Similarly, women 
who develop OCD during pregnancy 
tend to have contamination obsessions 
and rituals such as washing and clean-
ing. To meet the diagnostic criteria for 
OCD, the symptoms need to be severe 
enough to cause impairment.

When the onset of OCD symp-
toms occurs postpartum, it tends to 
occur rapidly, usually beginning 
within 4 weeks postpartum. Symp-
toms can also start during pregnancy, 
although usually the onset is more 
gradual if occurring during the pre-
natal period as compared to during 
the postpartum period.3 

Risk factors 
Risk factors for perinatal OCD in-
clude personal history of depression, 
primiparity, obsessive-compulsive 
personality disorder, avoidant per-
sonality disorder, obstetric complica-
tions during pregnancy or delivery, 
and somatic illness. Family history of 
mood and substance use disorders 
are more common than family histo-
ry of obsessive-compulsive disorder 
in women with perinatal OCD.4

Detection and assessment 
Many women with perinatal OCD 
are hesitant to disclose symptoms to 
medical providers due to stigma and 
concerns about child protective ser-
vices. It is important to approach 
women using an empathic strength-
based approach and to ask specifical-
ly about intrusive thoughts. Women 
may prefer to discuss intrusive 
thoughts in general without revealing 
specific details.  Asking how they are 
managing the thoughts can help fa-
cilitate the assessment, because 
women may be more comfortable 
discussing it when approached in this 
manner.   For example, stating “This 
sounds so stressful and scary, how 
are you managing to spend time with 
your baby with all this happening?” 
instead of “Why have you not been 
spending time with your baby?”5 

Women with OCD are at low risk 
of acting on intrusive thoughts be-
cause, as in Andrea’s case, the 
thoughts of harming their newborns 
are ego dystonic and scare women, 
thus they have no intention of harm-
ing their newborn.  Given this, refer-

ral to child protective services or re-
ferral the psychiatric emergency 
room is not usually necessary.  If do-
ne inappropriately, such referrals can 
be perceived as punitive by women 
and their families, exacerbating OCD 
symptoms and creating barriers for 
participating in outpatient mental 
health treatment.5

Diagnosis and comorbidity
Women with postpartum OCD often 
have obsessional thoughts around 
harming their child, which can be 
scary for both the patient and their 
health care provider(s).  As previous-
ly noted, patients with OCD do not 
typically act on their intrusive 
thoughts. It is important to differenti-
ate intrusive thoughts of harming the 
infant that are part of OCD or depres-
sion versus thoughts of harm second-
ary to postpartum psychosis (Table). 
Postpartum psychosis is ego syntonic 
and often is associated with halluci-
nations, delusions, and negative 
symptoms of psychosis such as dis-
organization and changes in mood 
that are not seen in OCD.3 Postpar-
tum psychosis is rare but is consid-
ered a psychiatric emergency and 
occurs most frequently in women 
with bipolar disorder.6

Women with perinatal OCD are at 
higher risk of depression, especially 
significant when intrusive thoughts 
about hurting the newborn are pres-
ent.  Many women with perinatal 
OCD also develop depression, and 
obsessions are common within peri-
natal depression as well.3

CASE VIGNETTE, 
 CONTINUED 

After a full assessment, the psychia-
trist in the ED diagnoses perinatal 
OCD. The psychiatrist provides psy-
choeducation and reassures Andrea 
that the risks of harming her baby are 
low and that what she is having are 
intrusive thoughts that are common 
in OCD.  The psychiatrist talks to An-
drea about various treatment options, 
including exposure response preven-
tion therapy (a type of cognitive be-
havioral therapy) and medication 
options.  Andrea is eager to start ex-
posure response prevention therapy. 
 Andrea, however, is much more 
cautious about medications, despite 

SIGNIFICANCE FOR PRACTICING PSYCHIATRISTS
Perinatal obsessive-compulsive disorder is common; women often find it 
challenging to discuss their OCD symptoms with clinicians. Stress and anxiety in 
pregnancy can lead to distress for the mother and changes in fetal and infant 
development. Perinatal OCD is associated with negative consequences on social 
support, infant development, and mothering.

 ◗ OCD in the general population often differs from OCD in the perinatal period. 

 ◗ Differential diagnosis should include intrusive thoughts of harming the infant that are part of 
OCD or depression versus thoughts of harm secondary to postpartum psychosis. 

 ◗ It is important to discuss the risks of untreated perinatal OCD, which has its own 
inherent risks.  

 ◗ Untreated OCD can negatively impact women and their children; evidence-based 
treatments are available for perinatal OCD that should be offered to pregnant and 
postpartum women.

PSY0320_008_SR-Byatt.indd   8 3/2/20   12:23 PM
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OCD AND RELATED DISORDERS

her severe symptoms, because she is 
currently breastfeeding. She reports 
she has talked to friends who were 
told that medications were too risky 
throughout the perinatal period and 
when breastfeeding and would like to 
know more about the risks and bene-
fits of medications prior to starting 
one. She said that she has several 
friends who were told that they need-
ed to stop their medications immedi-
ately after getting pregnant and could 
not start them again until after they 
finished breastfeeding, and she wor-
ries about the risks. 

Treatment issues
A patient-centered approach is im-
portant for the treatment of OCD, and 
both the provider and patient should 
feel comfortable with the plan. Cog-
nitive behavioral therapy either alone 
or with selective serotonin reuptake 
inhibitor (SSRI) medications is effec-
tive and should be offered.  SSRIs 
alone can also be effective. In cases 
of treatment-resistant OCD in the 
perinatal period, when treatment with 
SSRI medication or serotonin norepi-
nephrine reuptake inhibitors (SNRIs) 
has not been effective, augmentation 
with quetiapine also has been shown 
to be effective.7

When leveraging pharmacothera-
py, it is important to discuss the risks 
and benefits of the medications 

during the perinatal period, which in-
cludes potential effects to the fetus if 
the woman is pregnant and effects in 
postpartum if the woman is breast-
feeding.  When discussing medica-
tions, it also is important to discuss 
the risks of untreated perinatal OCD, 
which carries risk in itself. Stress and 
anxiety in pregnancy can lead to dis-
tress for the mother and can lead to 
changes in fetal and infant develop-
ment. Perinatal OCD has been asso-
ciated with negative consequences on 
social support, infant development, 
and mothering.8

  During pregnancy, antidepres-
sants are an evidence-based treat-
ment option and are not considered 
major teratogens.9 When consider-
ing medications in the postnatal pe-
riod, if a woman is breastfeeding, it 
is important to also discuss that 
breastfeeding is considered generally 
safe with low blood levels of SSRIs 
passed through the breastmilk.9 
When considering a medication, it 
is important to consider what has 
and has not been helpful to the 
woman in the past to avoid multiple 
exposures and medication trials. 
There are many databases that can 
be helpful for information on med-
ications during the perinatal period 
for patients and clinicians who have 
more questions, including databas-
es such as MotherToBaby,10 Lac-
tmed,11 and ReproTox.12

Conclusion
Given its prevalence and it negative 
impact when left untreated, it is im-
perative to recognize, assess, and 
treat perinatal OCD using a strength-
based approach. Doing so carries the 
potential to improve maternal and 
child outcomes and have a transgen-
erational impact.

Dr Kucherer is Assistant Professor of 
Psychiatry at the  University of 
Pittsburgh Medical Center, Western 
Psychiatric Hospital. Dr. Byatt is 
Associate Professor of Psychiatry at 
University of Massachusetts Medical 
School. Dr Kucherer has nothing to 
disclose regarding the subject matter 

of this piece. Dr Byatt has served on 
the Medscape Steering Committee on 
Clinical Advances in Postpartum 
Depression. She has received honorar-
ia from Medscape and Miller Medical 
Communications. She has served on 

Advisory Boards for Sage 
Therapeutics, and is a Council 
Member of the Gerson Lehrman 
Group. She also has served as a con-
sultant for Ovia Health, Sage 
Therapeutics or their agents, and has 
received speaking honoraria from 
Sage Therapeutics.
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Table. Infant harm thoughts in postpartum OCD versus postpartum psychosis

Diagnosis Postpartum OCD Postpartum psychosis

Type of thought Ego dystonic thoughts (scares 
women)

Good insight3

Ego syntonic thoughts (thoughts are reassuring, 
may include altruistic delusions)3

Action after thought Compulsion such as 
avoidance in case example3

No compulsive rituals to avoid acting on these 
thoughts; women may act on these thoughts3

Other associated 
symptoms

Anxiety

No psychosis 

Good insight3 

Hallucinations, delusions, distorted reality, 
disorganized thoughts, 

Poor insight3

Risks of developing History of depression 

Comorbid depression4

Most often occurs among women with history 
of bipolar disorder6
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Many women with perinatal OCD are 

hesitant to disclose symptoms to medical 

providers due to stigma and concerns 

about child protective services.
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Although pharmaceutical compa-
nies and countries are looking into 
vaccinations and curative treatment 
for coronavirus infection, currently 
there is nothing available; thus, pre-
cautions against transmission and ear-
ly supportive treatment is key. Psychi-
atrists must have a basic understanding 
of the pathophysiology of coronavi-
ruses in order to be able to accurately 
explain and discuss those issues with 
their patients, especially as mental 
health ramifications are expected. 

Exploring the coronavirus: 
what is it?
Coronaviruses, belonging to the 
Coronaviridae family, are single
stranded positive sense ribonucleic 
acid (RNA) viruses that thrive in ani-
mals, which are their natural carriers. 
The only coronaviruses previously 
known to infect humans were 
HCoV 229E, HCoV OC43, HCoV
NL63, andHKU1, as well as the two 
infamous relatives of 2019-nCoV—
the severe acute respiratory syndrome 
(SARS) and the Middle East respira-
tory syndrome (MERS), responsible 
for outbreaks in 2002-2003 and 2012, 
respectively. Alphacoronaviruses and 
betacoronaviruses infect mammals 
(eg, bats) whereas gammacoronavi-
ruses and deltacoronaviruses are 
more prone to cause fish and bird in-
fections (Table). Animal to human—
zoonotic—transmission is not the 
norm for coronaviruses, but prior 
coronavirus outbreaks in animals 
have been economically damaging. 

It is unclear why more zoonotic 
epidemics have been occurring of 
late. However, it is hypothesized that 
global climate factors may be related 

and similar to viral mutations linked 
to pandemic capacity (ie, genetic 
drifts in a wide outbreak in animals 
may essentially lead to better virus 
survival rates in humans).1,2

In the case of COVID-19, the 
transmission is suspected to have oc-
curred at the Wuhan Huanan Seafood 
Wholesale Market,although the exact 
carrier species has not been deter-
mined.3 From this point, the main 
2019-nCoV contagion has been hu-

man-to-human transmission. Symp-
toms have ranged from mild to se-
vere, with most patients reporting 
fever, dry cough, myalgia, fatigue, 
and diarrhea.4 Gastrointestinal symp-
toms have been present, although 
less frequent than with SARS.5 

Variations in innate 
immune response
Why do some people get sicker than 
others? Coronaviruses have an RNA 
genome, similar to the influenza vi-
rus (responsible for the flu) or the 
respiratory syncytial virus (RSV). 
The immune system recognizes the 
RNA as foreign and triggers the im-
mune response responsible for 
fighting the virus (ie, production of 
interferons and pro-inflammatory 
cytokines), and then clearing the 
foreign entity out of the body. A re-
view of the exact immune responses 
are beyond the scope of this manu-
script. However, the reader is en-
couraged to remember that the im-
mune system is highly adaptable 

and modifies its metabolism and 
existing balance to fight expected 
threats (for an excellent review, see 
Kikkert6). Unfortunately, the virus 
exploits the host’s immune system, 
mimicking certain innate compo-
nents to hide while replicating, 
which makes the immune system 
less able to effectively fight the in-
vasion. Viruses may also halt cellu-
lar replication and use existing cel-
lular resources to prioritize viral 
replication. The balance between 
immune response and viral replica-
tive success ultimately determines 
disease outcome. 

Certain populations are known to 
be vulnerable to COVID-19, such as 
infants, the elderly, and those with 
immunocompromised systems or 
pre-existing medical issues, who are 
at increased risk for severe repercus-
sions from infections and, thus, more 
likely to develop sepsis and possibly 
death; worse outcomes could also be 
related to an overactive immune re-
sponse.7 Cytokine storm, a term re-

ferring to over-production of inflam-
matory cytokines, was found more 
often in patients suffering from 
COVID-19 who ended up in inten-
sive care, but causal factors are not 
fully understood. 8 Thus far, there is no 
way to predict who will have an exag-
gerated immune response besides 
looking for the previously noted clini-
cal, non-specific factors. 

Cleaning and disinfection 
to prevent transmission 
Concern arises about transmission be-
tween various individuals but also 
about persistence of the virus on inan-
imate surfaces, such as mailed packages 
or in health care settings. As such, WHO 
has provided a set of recommendations 
for disinfecting surfaces.9 While the 
persistence of 2012-nCoV is not fully 
understood, it has been shown that 
other strains of coronaviruses stay vi-
able for up to 9 days on surfaces (un-
less disinfected).

Testing of the recommend WHO 
formulations against various viruses 
revealed effectiveness.10 Ethanol, 
sodium hypochlorite, and glutardi-
aldehyde have been found most ef-
fective;11 a concentration of 70% 
ethanol is adequate for small surface 
disinfection. Patients inquiring 
about cleaning should be cautioned 
about using gloves with bleach (so-
dium hypochlorite) and other sub-
stances. Special attention should be 
paid to patients with cleaning com-
pulsions, who get skin damage from 
excessive cleaning product exposure. 
(The worsening of obsessive-com-
pulsive disorder is discussed in the 
accompanying article.) 

The CDC recommended precau-
tions include the use of a facemask for 
suspected patients/affected individu-
als (not for healthy individuals) and 
hand washing with soap and water for 
20 seconds or using any sanitizers 
with at least 60% alcohol content. 
This especially should be done after 
using the restroom; after blowing 
one’s nose, coughing, sneezing; and 
before and after eating.

Although the coronavirus may 
have infected thousands of people, it 
is important to put its impact into per-
spective. For instance, according to 
the CDC, influenza already has af-
fected 19 million people this year 
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Table. Famous zoonotic outbreaks2,12

Virus Likely animal source

West Nile, New York (1999) Birds/crows

Ebola, Africa 1976 (2013-2016) Fruit bats 

Avian influenza Birds 

Zika (2015) Primates 
(chimpanzees, gorillas)

Plague  
(recurrent through history)

Rats 
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alone, hospitalizing 180,000 and kill-
ing 10,000 individuals. Thus, al-
though COVID-19 is a serious threat, 
flu continues to be the major viral 
respiratory threat, as it has for many 
decades. Prevention efforts should 
focus on the flu and highly prevalent 
infections while also keeping in mind 
novel outbreaks.

Testing, treatment, and 
prevention efforts
The presence of COVID-19 can be as-
sessed by a newly released real time 
reverse transcription-polymerase chain 
reaction (rRT-PCR) test. Of course, 
here in the US, clinicians are encour-
aged to contact and collaborate with 
their state or local health department 
for any diagnosed or suspected cases.

While there is no specific treat-
ment for COVID-19, WHO has is-
sued an interim guidance document, 
which is available online at www.
who.int/. Meanwhile, there have 
been treatment attempts with various 
antivirals (eg, remdesivir, lopina-
vir-ritonavir, interferon-α 2b) devel-
oped for previously known viral 
agents. None of these have been stud-
ied in randomized controlled trials 
for COVID-19 and results are of an-
ecdotal quality. 

The current recommendation for 
patients requiring hospitalization is 
isolation and supportive care, includ-
ing oxygen therapy and fluid man-
agement.5 Administration of antimi-
crobials for treatment of secondary 
bacterial infections and avoiding sec-
ondary end-organ damage also may 
be needed for some patients.5 Care 
must be taken to discourage patients 
from seeking untested, potentially 
dangerous treatments such as over-
the-counter concoctions. 

Without specific treatments, the 
emphasis has been on limiting new 
exposures, which is where incuba-
tion and quarantines come into play. 
Currently, the incubation period is 
thought to be 2 to 14 days, so limiting 
exposure to individuals with suspect-
ed infection during that time, and 
within the active symptom period, is 
the first and most basic step in pre-
venting further spread of the virus. 

The working incubation period 
takes a few things into consideration. 
In a systematic review of nine viral 
agents of public health importance, 
Lessler and colleagues12 found most 
coronaviruses had a median incuba-
tion time of 3 to 4 days. Among af-
fected individuals from China, the 
mean incubation period has been 
about 5 days, with a range of 4 to 7 
days and a 95% percentile of 12.5 
days1; thus, the typically imposed 14 
- day incubation period. Athough 

some anectodal reports suggest a lon-
ger incubation, the CDC believes da-
ta show 14 days is the top amount 
needed. 

Psychiatric and societal 
implications
The coronavirus has largely dominated 
the news and the minds of people 
across the globe for the last month. In 
the following article, we discuss its im-
pact on mental illnesses, stigma, and 
discrimination in our communities. 
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Rehabilitation) Program for Psychosis, 
Houston, TX. Dr Shah is Professor & 
Executive Vice Chair, Barbara & Corbin 
J. Robertson Jr. Chair in Psychiatry at 
Menninger, Chief of the Division of 
Community Psychiatry at Baylor 
College of Medicine. They report no 
conflicts of interest concerning the sub-
ject matter of this article.

REFERENCES
1. Caminade C, McIntyre KM, Jones AE. Impact of 
recent and future climate change on vector-borne 
diseases. Ann N Y Acad Sci. 2019;1436(1):157-173.
2. Goneau LW, Mehta K, Wong J, L’Huillier AG, Gubbay 
JB. Zoonotic Influenza and Human Health-Part 1: Vi-
rology and Epidemiology of Zoonotic Influenzas. Curr 
Infect Dis Rep. 2018;20(10):37.
3. Li Q, Guan X, Wu P, et al. Early Transmission Dy-
namics in Wuhan, China, of Novel Coronavirus-Infect-
ed Pneumonia. NEJM. 2020.
4. Liu J, Zheng X, Tong Q, et al. Overlapping and dis-
crete aspects of the pathology and pathogenesis of 
the emerging human pathogenic coronaviruses 
SARS-CoV, MERS-CoV, and 2019-nCoV. J Med Virol. 
2020.
5. Habibzadeh P, Stoneman EK. The Novel Coronavi-
rus: A Bird’s Eye View. The international journal of 
occupational and environmental medicine. 
2020;11(2):65-71.
6. Kikkert M. Innate Immune Evasion by Human Respi-
ratory RNA Viruses. J Innate Immun. 2020;12(1):4-20.
7. Chousterman BG, Swirski FK, Weber GF. Cytokine 
storm and sepsis disease pathogenesis. Semin Im-
munopathol. 2017;39(5):517-528.
8. Huang C, Wang Y, Li X, et al. Clinical features of 
patients infected with 2019 novel coronavirus in Wu-
han, China. Lancet  (London, England) . 
2020;395(10223):497-506.
9. WHO. Use of disinfectants: alcohol and bleach. In-
fection prevention and control of epidemic-and pan-
demic-prone acute respiratory infections in health 
care. Geneva: WHO;2014.
10. Siddharta A, Pfaender S, Vielle NJ, et al. Virucidal 
Activity of World Health Organization-Recommended 
Formulations Against Enveloped Viruses, Including 
Zika, Ebola, and Emerging Coronaviruses. J Infect 
Dis. 2017;215(6):902-906.
11. Kampf G, Todt D, Pfaender S, Steinmann E. Per-
sistence of coronaviruses on inanimate surfaces and its 
inactivation with biocidal agents. J Hosp Infect. 2020.
12. Lessler J, Reich NG, Brookmeyer R, Perl TM, Nel-
son KE, Cummings DA. Incubation periods of acute 
respiratory viral infections: a systematic review. Lan-
cet Infect Dis. 2009;9(5):291-300.
13. Serrano I, Gomes D, Ramilo D, et al. An Overview 
of Zoonotic Disease Outbreaks and its Forensic Man-
agement Over Time. J Forensic Sci. 2019;64(5):1304-
1311. ❒

Psychosomatics

Psychiatrists Beware!
The Impact of COVID-19 and 
Pandemics on Mental Health

Infectious pandemics and the spread of organisms across countries 
and continents have been facilitated by global changes in earth’s cli-
mate and an increase in travel and international exchange. COVID-19, 
the infection caused by the novel coronavirus detected in December 

2019, is now affecting more than 27 countries, raising concerns of wide-
spread panic and increasing anxiety in individuals subjected to the (real 
or perceived) threat of the virus. Importantly, these concerns arise with 
all infections, including the flu and other agents, and the same universal 
precautions are needed and indicated for safety and the prevention of 
further transmission. However, media coverage has highlighted 
COVID-19 as a unique threat, rather than one of many, which has added 
to panic, stress, and the potential for hysteria.

Pandemics are not just a medical phenomenon; they affect individuals 
and society on many levels, causing disruptions (Figure). Stigma and xeno-
phobia are two aspects of the societal impact of pandemic infectious out-
breaks. Panic and stress have also been linked to outbreaks. As concerns 
over the perceived threat grow, people may start to collect (and possibly 
hoard) masks and other medical supplies. This is often followed by anxi-
ety-related behaviors, sleep disturbances, and overall lower perceived 
state of health. Individuals with mental illness may be particularly vulnera-
ble to the effects of widespread panic and threat.

Chronic disease, including chronic infectious diseases such as tuber-
culosis and human immunodeficiency virus (HIV), are associated with 
higher levels of mental disorders as compared with the general popula-
tion.1,2 Studies show depression rates usually soar after infections (eg, her-
pes exposure and anthrax scares).3,4 Although the effects of the coronavi-
rus on mental health have not been systematically studied, it is anticipated 
that COVID-19 will have rippling effects, especially based on current public 
reactions. Psychiatrists are uniquely situated to help both their patients 
and the greater community understand the potential impact of the virus 
and help patients, families, and society deal with this latest threat.

Stigma, medical mistrust, and conspiracies
Epidemics lead to stigmatization of affected individuals, authority figures, 
and health care professionals; sadly, this trend has been seen in multiple 
countries and with multiple infectious agents.5 With COVID-19, men and 
women of Asian descent, specifically Chinese, are the victims of social 
stigma and xenophobia, with high levels of politicization and threats online 
and in personal interactions. As with most stigma-laden interactions, the 
process unfolds because of limited information, hasty and uni-dimensional 
assessments, and a defensive formulaic response. It is imperative that all 
health care professionals, especially psychiatrists, act as the voice of rea-
son and help disseminate proper, evidence-based information.

“Medical mistrust” refers to a lack of trust in medical treatment and ad-
vances. It results in a lower use of health care resources and poorer man-
agement of health conditions (coupled with potential misuse at times of cri-
sis). Moreover, medical mistrust has been used to explain some racial and 
ethnic health care disparities.6 It has been linked to a variety of diseases 
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It’s easy to blame, it’s easy to politicize, it’s 
harder to tackle a problem together and find 
solutions together.   – WHO Director-General Tedros 
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and conditions, including cancer, autism, and HIV.
During infectious pandemics, medical mistrust has 

been linked to conspiracy theories. In one US study, 
up to half of those surveyed endorsed belief in at least 
one health-related conspiracy theory.7 At its extreme, 
medical mistrust can lead to movements such as an-
ti-vaccination trends, which have been linked to mea-
sles outbreaks.8

Mistrust of medical organizations can reinforce 
stigma and perceived discrimination and result in 
lower adherence to health recommendations. Clini-
cians must maintain a scientific, fact-based, and 
neutral presentation of recommendations while em-
phasizing the importance of overall infection control 
practices in the wake of COVID-19.

Anxiety and obsessive-compulsive 
disorders
We anticipate the effects of infectious disease 
threats to manifest as sheer anxiety and panic: worry 
about getting an infection, worry about loved ones 
getting ill, and worry when related symptoms—even 
minor—are present. The absence of a definitive treat-
ment for coronavirus easily exacerbates anxiety. In 
most cases, these anxiety symptoms do not reach di-
agnostic thresholds for a DSM-5 diagnosis; however, 
patients will benefit from reassurance and education.

Contamination obsessions—unwanted, intrusive 
worry that one is dirty and in need of washing, cleaning, 
or sterilizing—are very common in patients with OCD. 
Perceptual experiences (eg, feeling dirt on skin) under-
standably would amplify obsessions. Sensory experi-
ences (but not necessarily full tactile hallucinations) 
have been found in up to 75 % of patients with OCD.9 
More intense sensory experiences (pseudo-hallucina-
tions) are related to worsened control over compulsions 
and poorer insight.10 Biased information processing is 
associated with a tendency to overestimate threat in in-
dividuals with OCD.11 This may increase sensitivity to the 
panic associated with pandemic threats and further de-
stabilize patients and increase functional impairment.

Cleaning and washing compulsions, also a core 
feature of OCD, can easily be exacerbated by the 
threat of infectious pandemics. Complications of ex-
cessive cleaning include dry, chapped skin (which can 
lead to super-imposed infections). and contact and 

atopic dermatitis; similarly, overuse of toxic cleaning 
supplies can lead to inhalational injuries.12,13 Fear of 
acquiring a new, sensationalized disease may worsen 
negative behaviors. Clinicians in psychiatry, psy-
cho-dermatology, and primary care practices should 
be alert to potential issues in patients with OCD.

Psychotic disorders: an extreme of 
medical mistrust?
Anecdotally, the most glaring (and maybe the most in-
teresting) examples of medical mistrust conspiracy 
theories concern patients who have psychotic disor-
ders. Typically, repeated media exposure to an alarm-
ing fact (in this case, spread of coronavirus), coupled 
with a distrust of organizations and government as 
well as misattribution of physical symptoms can result 
in delusions. Similarly, fears can quickly lead to clini-
cal decompensation and must be carefully monitored.

Adding fuel to the fire are discussions of con-
spiracy theories related to infectious outbreaks 
such as HIV and Ebola in the mainstream media.14-16 
The lack of knowledge about epidemics, the in-
crease of zoonotic infections, and the fairly com-
plex effects of climate changes can affect patients 
as well as confuse even an overall healthy person.

At the intersection of psychosis and obsessive-
ness is delusional parasitosis, also referred to as 
monosymptomatic hypochondrial psychosis, Ekbom 
syndrome, and delusional infestation. Essentially, the 
patient believes that he or she  is infected with an or-
ganism that evades detection and treatment and, 
thus, causes continuous suffering. This syndrome 
was described as early as 1636 by sir Thomas 
Browne, who referred to it as Morgellons disease.17   

A concerning clinical feature of delusional infesta-
tion is its occurrence in multiple family members (eg, 
folie a deux).18

Delusional infestation development in the context 
of pandemics has not been studied. Conceivably, in-
creased cases may develop as more individuals fo-
cus on far-fetched, unlikely infections because of 
easy access to unverified information on the inter-
net. To address delusional parasitosis, clinicians 
should rule out organic causes and reassure the pa-
tient that there is no infection or infestation.

Conclusions
The current COVID-19 outbreak is spurring fear on a 
societal level. On an individual level, it may differen-
tially exacerbate anxiety and psychosis-like symp-
toms as well as lead to non-specific mental issues 
(eg, mood problems, sleep issues, phobia-like behav-
iors, panic-like symptoms). We urge our colleagues 
to spread sound infection control practices and help 
their communities maintain civil, courteous, and ra-
tional communication. A low index of suspicion of 
mental distress can help in early detection and 
treatment and spare patients much suffering.

Dr Moukaddam is Associate Professor, 
Menninger Department of Psychiatry and 
Behavioral Science, Baylor College of 
Medicine, Ben Taub Adult Outpatient 
Services Director, Medical Director, STAR 

(Stabilization, Treatment, and Rehabilitation) 
Program for Psychosis, Houston, TX. Dr Shah is 
Professor & Executive Vice Chair, Barbara & Corbin J. 
Robertson Jr Chair in Psychiatry at Menninger, Chief 
of the Division of Community Psychiatry at Baylor 
College of Medicine. They report no conflicts of in-
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Figure. Infectious pandemics can cause 
disruptions on social and individual 
levels; the impact on vulnerable 
populations can be magnified
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risk factors for major depressive disorder 
(MDD); they also are associated with more se-
vere depressive episodes and poor response to 
antidepressant treatment.1,2 Maternal folate de-
ficiency prior to conception and throughout 
pregnancy has been shown to increase the risk 
of neural tube defects and congenital abnor-
malities in the developing fetus, as well as pe-
ripheral neuropathy and anemia in the mother.3

Ongoing studies in psychiatry and obstet-
rics support the use of oral dosing with the bio-
active form of folate, L-methylfolate. L-meth-
ylfolate is FDA approved as a medicinal 
supplement for antidepressant augmentation.4 
The use of L-methylfolate allows the clinician 
to bypass a critical metabolic step in folate’s 
transformation to L-methylfolate, specifically 
the reduction of methylenetetrahydrofolate to 
L-methylfolate by the enzyme methylenetetra-
hydrofolate reductase (MTHFR). MTHFR is 
the rate limiting step in this process, and sig-
nificantly, MTHFR enzymatic activity has a 
wide range of function depending on its genet-
ic polymorphisms at three nucleic acid sites, 
the most significant being: C677C (good activ-
ity), C677T (decreased activity), and T677T 
(poor activity).

L-methylfolate is the only form of folate 
that can cross the blood-brain barrier, where it 
plays an essential role in the one carbon cycle 
metabolic pathway that is required for the pro-
duction of the monoamines serotonin, dopa-
mine, and norepinephrine.5

Evidence for efficacy and tolerability
Papakostas and colleagues6 undertook a ran-
domized study of L-methylfolate as adjunctive 
therapy in patients with MDD who had a par-
tial response or no response to selective sero-
tonin reuptake inhibitors. A population of 75 
patients were treated for 60 days with 15 mg 
L-methylfolate daily. The findings indicate that 
L-methylfolate was significantly more effec-
tive as compared with placebo. The response 
rates were 32.3% in the SSRI plus 15 mg 
L-methylfolate group compared with 14.6% in 
the SSRI plus placebo group.

The number needed to treat to achieve re-
sponse with the addition of 15 mg L-methylfo-
late to an SSRI was 6. Overall L-methylfolate 
was well tolerated with minimal adverse ef-
fects; manic symptoms developed in one pa-
tient in the L-methylfolate/SSRI group, which 
resulted in patient discontinuation.

A subset of the original acute treatment cohort 
was followed in a 12-month open-label continu-
ation study during which outpatients were treated 
with 15 mg L-methylfolate and an SSRI.7 The 
researchers reported “high rates of response, re-
mission, and recovery,” as well as overall safety, 
tolerability, and a good rate of retention.

Bipolar depression
Unfortunately, there is a paucity of research 
into the use of L-methylfolate to treat bipolar I 
depression (BD-I). To address this unmet need, 
Nierenberg and colleagues8 created an open 

label registry of patients with bipolar depres-
sion. The patients received treatment as usual 
as well as 15 mg L-methylfolate daily for 6 
weeks. Pre-study medications included lithi-
um, lamotrigine, quetiapine, valproate, lurasi-
done, levothyroxine, Dexedrine, and extended 
release methylphenidate. At week 6, there was 
a 50% or greater improvement on the Mont-
gomery Asberg Depression Rating Scale, with 
a pre-treatment mean score of 23.4 and a 
post-treatment score of 13.9 in six of the 10 pa-
tients studied. Significantly, the researchers 
noted that one patient had “an  exacerbation in 
YMRS (Young Mania Rating Scale) and a pos-
sible manic episode.”

With that in mind, we present three case vi-
gnettes of women with affective disorders, two 
with MDD and one with BD-I. All three had 
acute symptoms of agitation shortly after aug-
menting their divergent psychotropic medica-
tion regimen with 15 mg of L-methylfolate. In 
all 3 cases, the agitation rapidly improved upon 
discontinuation of L-methylfolate.

Discussion
These case vignettes suggest that patients with 
unipolar or bipolar depression may be at risk 
for the onset of agitation shortly after beginning 
a trial of 15 mg L-methylfolate. In all three cas-
es, the agitation resolved a few days after dis-
continuing the L-methylfolate, supporting the 
likelihood that it contributed to the agitation. It 
is interesting to note that the two patients with 
MDD both had a comorbid diagnosis of multi-
ple sclerosis. This, however, may very well be 
coincidental. 

The findings presented are preliminary and 
are presented with the aim of raising clinicians’ 
awareness that L-methylfolate may contribute 
to symptoms of agitation, irritability, and pos-
sibly hypomania, mixed mania, or mania in 
susceptible individuals. The only concrete con-
clusion that can be drawn is that well-designed 
clinical trials are needed to ferret out the rare 
but potentially significant adverse events asso-
ciated with L-methylfolate.

There are no clinical data on the risks/bene-
fits/adverse effects of the use of L-methylfolate 
off label in the treatment of bipolar depression. 
This is a significant lack of information, be-
cause many patients who ultimately have a di-
agnosis of bipolar disorder are initially treat-
ed—sometimes for years and even decades—for 
unipolar depression. The study by Papakostas 
and colleagues6 demonstrated that 7.5 mg of 
L-methylfolate performed no better than place-
bo as an augmentation agent in patients with 
MDD who did not respond to SSRIs, whereas 
15 mg per day of L-methylfolate significantly 
separated from placebo. The dose response of 
L-methylfolate for effectiveness and adverse 
events in BD-I is unknown.

Future studies to assess the clinical 
consequences of augmenting antidepressants 
with L-methylfolate should include:

1 Large placebo controlled clinical trials of 
both unipolar depression and bipolar 

depression to determine the number needed 
to harm in the different patient populations, as 

Psychosomatics

L-Methylfolate
Continued from cover CASE VIGNETTE 1

“Jesse” was a 63-year-old married white woman who was 
on disability for multiple sclerosis. She struggled with treat-
ment-resistant MDD for several years, with no evidence of a 
bipolar diathesis. She received numerous antidepressant 
medication trials, including therapeutic doses of phenelzine, 
fluoxetine, sertraline, nortriptyline, escitalopram, mirtazapine, 
venlafaxine, vilazodone, vortioxetine, and duloxetine; all of 
which failed.

Pharmacogenomic testing of the MTHFR gene was consistent 
with decreased activity of this enzyme (C677T). It was decided to 
augment duloxetine with 15 mg L-methylfolate daily.

After several days on this regimen, her husband called to 
report that she had become uncharacteristically irritable and 
agitated. No identifiable situational stressors, substance use, 
new medication, or medical illness could be identified. Her 
long-term medical history was significant for multiple sclero-
sis, hyperlipidemia, osteoporosis, neurogenic bladder, and 
hypertension. 

Shortly after discontinuing the L-methylfolate, the irritabil-
ity and agitation resolved. Upon obtaining further history, the 
patient reported a hypomanic-like adverse effect from previ-
ous prednisone treatment. There was no other history of bi-
polar spectrum symptoms.

CASE VIGNETTE 2

“Leslie” was a 43-year-old married white woman who pre-
sented with a history of treatment-resistant MDD with mul-
tiple antidepressant failures. The trials included imipramine, 
paroxetine, sertraline, escitalopram, duloxetine, venlafax-
ine, and fluoxetine. Her medical history was significant for 
multiple sclerosis, asthma, and migraines. She was taking 
venlafaxine XR 225 mg for an adequate duration, but there 
was a suboptimal response of her depressive symptoms 
when the 15 mg L-methylfolate daily was added. Upon fol-
low up six weeks later, she reported that her experience 
with the L-methylfolate was horrible, describing herself as 
feeling “agitated and aggressive.”

CASE VIGNETTE 3

“Susan” was a 56-year-old divorced white mother with a 
longstanding history of bipolar disorder who presented with 
an episode of depression. She had had previous episodes of 
mania, complicated mania with psychosis, and depression as 
well as several inpatient psychiatric hospitalizations for re-
peated manic episodes and psychotic symptoms; her most 
recent hospitalization was more than 15 years prior to the 
current episode of depression. Over the previous several 
years, her symptoms were reasonably well-managed on a 
combination of carbamazepine and oral/depo injection halo-
peridol. Chronic residual symptoms included a notably flat 
affect, anhedonia, and a largely depressed mood at baseline. 

Pharmacogenomic testing was performed as part of her 
work up, and it revealed that her MTHFR gene tested homo-
zygous (T677T), which suggested poor enzymic activity. A 
trial of 15 mg L-methylfolate daily was initiated to target re-
calcitrant depressive symptoms. 

The patient called a few days after L-methylfolate initiation 
and described feeling unwell, agitated, and seeming to be a bit 
paranoid. She was instructed to discontinue the L-methylfo-
late, and these symptoms resolved within a few days. She re-
ported that she quickly felt more like herself after discontinuing 
the L-methylfolate. She described the brief trial as horrible and 
stated that she “will never take it (L-methylfolate) again.”AR
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well as the number needed to treat in bipolar 
patients.

2 Augmentation of non-SSRI antidepressants with 
L-methylfolate to determine if the improvement 

seen in MDD when SSRIs are augmented with 
L-methylfolate are generalizable to all 
antidepressants.

3 An evaluation of the L-methylfolate dosage 
range  in patients with bipolar depression  to 

determine which dosages (3.75 mg, 7.5 mg, 15 mg) 
are helpful and which are harmful.

These three cases illustrate the rare but possible 
adverse effects of agitation, irritability and possible 
onset of hypomania with adjunctive L-methylfolate. 
The publications reviewed report one patient who 
developed manic symptoms while taking L-methyl-
folate/SSRI for unipolar depression,6 and one patient 
who developed an increase in the YMRS and a pos-
sible manic episode when L-methylfolate was added 
to the regimen treating the underlying bipolar disor-
der.8 This activation by L-methylfolate is consistent 
with its putative mechanism of action, specifically 
increasing brain levels of norepinephrine, dopamine, 
and serotonin.

Conclusion
L-methylfolate, the bioactive form of folate that 
crosses the blood-brain barrier, has been shown to 
effectively augment SSRIs in patients with MDD 
who did not respond to SSRI monotherapy; and it 
also has been shown to be generally well tolerated. 
Its role in augmentation in bipolar depression re-
mains to be determined. Although the current data 
are limited, clinicians and patients should be aware 
of the possibility that L-methylfolate may increase 
agitation and may contribute to the onset of hypoma-
nia/mania.
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Addiction &  
Substance Disorders
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» Thomas R. Kosten, MD

A bout 50 years ago (1968) in an early edition 
of Resident Physician, a progenitor of Psy-
chiatric Times, Herbert Berger, MD 

(Chairman of the Committee on Alcoholism and 
Narcotic Addiction, New York State Medical So-
ciety) wrote about the “Physicians’ Retreat from 
Management of Addictions” and blamed physi-
cian attitudes for turning over this major medical 
challenge to non-medical personnel and the 
criminal justice system. This retreat from poten-
tial patients was not just active rejection from 
physicians’ offices but an omission of responsi-
bility to counter the prevalent argument that these 
individuals were 
willfully evil rather 
than sick.

Berger went on 
to discuss the 1919 
interpretation of 
the Harrison Act of 
1915—that keep-
ing an opioid de-
pendent patient 
“comfortable by maintaining his customary 
[opioid] use was not a prescription, within the 
meaning of the law . . . .” As a result, physicians 
became targets for arrest and imprisonment for 
prescribing narcotics to control withdrawal 
symptoms in attempt to make their patients com-
fortable. Had any progress been made from 1919 
to 1968, when Dr Berger wrote his appeal?

Interestingly, on this very same page of the 
article in 1968 was an advertisement from Smith, 
Kline, and French Laboratories stating in bold 
type, “To reduce pain—narcotics” followed on 
the next page by the statement, “To reduce nar-
cotics—Thorazine.” 

As some of us may remember, chlorproma-
zine was used for opioid withdrawal in the late 
1960s through the 1980s (and even into the 
1990s in some settings), when going cold turkey 
was the option. In fact, chlorpromazine was fre-
quently given to opioid dependent arrestees 
during incarceration, although they did not like 
its effects. It was never FDA approved for this 

purpose. Other off-label medications also were 
used for reducing opioid withdrawal symptoms, 
including the use of clonidine for opioid with-
drawal along with other non-opioid medications. 
However, off-label marketing was quite com-
mon at that time and continued with a vengeance 
for opioids such as oxycontin for chronic pain, 
with the subsequent problems and fines against 
manufacturers that bring us to modern day.

Overall, the two components of the Smith, 
Kline, and French Laboratories (and other phar-
maceutical) advertising campaign were prob-
lematic. First, reducing pain was generalized to 
any pain, including benign chronic pain such as 
backaches, headaches, peripheral neuropathies, 
fibromyalgia pain, and other chronic pain condi-
tions that do not benefit from long-term opioids. 

Second, reducing 
opioids was not 
easy and could not 
be simply treated 
with essentially 
aversive medica-
tions such as chlor-
promazine, which 
did not target the 
underlying neuro-

biology driving opioid withdrawal symptoms. 
Thus, little progress with the pharmaceutical in-
dustry was evident in 1968, but plenty of future 
problems were starting, which the next 50 
years—from 1968 to the present—began ad-
dressing.

Strides in clinical research
Progress has been more evident during these 
more recent 50 years, moving us further away 
from  the 1919 decisions that made it illegal to 
provide medical help to people with an opioid 
addiction. While medical progress has been 
slow, it has been steady. In the 1970s, because of 
the discovery by Vincent Dole, MD, and Marie 
Nyswander, MD, and the efforts of the federal 
government led by Jerome Jaffee, MD, the na-
tional Drug Czar, the introduction of methadone 
maintenance provided a wide-spread agonist 
treatment. Parallel work led to two important 
milestones: naltrexone as a blocker for opioids 
and its evolution to an injectable long-acting for-
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mulation as well as the development 
of buprenorphine as a partial agonist 
maintenance agent. In addition, the 
Data2000 legislation provided more 
relaxed prescribing restrictions. In 
addition to these maintenance ap-
proaches to treatment,  aids for man-
aging the symptoms of opioid dis-
continuation, such as clonidine and 
most recently lofexidine, also be-
came available.

We have made significant prog-
ress in moving addiction into the 
medical treatment area and away 
from the social stigma that led to 
widespread incarceration of those 
with substance use disorders. Current 
treatments show good efficacy for 
opioids and promising research is on-
going for alcohol and stimulants.

Market influences persist 
However, along with the more hu-
mane treatments for addiction, an 
opposing trend began from the phar-
maceutical industry to increase sales 
of opioids for managing “insuffi-
ciently treated” chronic pain syn-
dromes. This trend during the 1990s 
resulted in the lawsuits and ongoing 
settlements for damages that began 
in 2007.

We have arrived at a time for fi-
nancial settlements with some of the 
pharmaceutical companies that de-
rived substantial profits from what 
resulted in an epidemic of death and 
destruction as a result of opioid over-
use and dependence. Based on recent 
court settlements of single state cas-
es, negotiations for national settle-
ments might reach $10 billion for 
each company.

In Ohio and in a recent Oklahoma 
case, the judge stated that one com-
pany “engaged in false and mislead-
ing marketing of both their drugs and 
opioids generally, and the law makes 
clear that such conduct is more than 
enough to serve as the act or omis-
sion necessary to establish the first 
element of Oklahoma’s public nui-
sance law.”

Guiding settlement funds
Having such massive infusions of 
funding into public coffers can bring 
great benefits to treatment of sub-
stance use disorders, damage repara-

tions, and new treatment discoveries. 
However, we need to look back at the 
Master Settlement Agreement (MSA) 
from the tobacco lawsuits that were 

settled 20 years ago in 1998.What 
happened with those billions of dol-
lars? States collected an estimated 
$27.3 billion from the MSA and taxes 
in fiscal year 2019, yet today no state 
funds tobacco prevention at the level 
recommended by the Centers for Dis-
ease Control and Prevention (CDC). 
Overall, states spend less than 3% of 
MSA funds on programs that would 
help prevent smoking in youth and 
help smoking cessation. Twenty-nine 
states and the District of Columbia 
spend less than 20% of the CDC rec-
ommendation. On the other hand, 
Alaska and California spend more 
than 70% of the CDC recommended 
funding—$655 million annually—on 
prevention and cessation programs. 
In contrast, tobacco companies spend 
more than $14 to market tobacco 
products for every $1 the states spend 
to reduce tobacco use.1

Because there are new challenges 
in reducing tobacco and nicotine use 
since the agreement, the MSA funds 
could have been better directed to de-
tecting and addressing future threats 
than to the many other conditions un-
related to health care for which they 
were used. Among the new challeng-
es is e-cigarette use by youths, which 
has skyrocketed to epidemic levels; 
the CDC and FDA show that from 
2017 to 2018 e-cigarette use increased 
by 78% among high school students 
(to 20.8%) and by 48% among middle 
school students (to 4.9%).

The associated morbidity and 
mortality attributed to vaping with 
e-cigarettes has been startling and led 
to dramatically quick actions by Fed-
eral government standards, but with 
no benefit from the MSA funds. Sim-
ilarly, the legalization of cannabis 

and its widespread smoking and vap-
ing in many parts of the US has 
brought with it many health burdens 
in psychiatric and medical comorbid-

ity, which have not been addressed 
with any portion of the MSA funds.

This lack of vision and missed op-
portunities associated with MSA 
funds should not be repeated with the 
accumulating opioid epidemic settle-
ment funds. The obvious parallel for 
opioids with comorbid abuse of other 
DEA scheduled medications such as 
stimulants and sedatives strongly ar-
gues that these opioid settlement 
funds need essential investments in 
prevention, treatment, and research 
into related types of addictive sub-
stances and their delivery systems. 
However, such an investment is not 
likely to happen without substantial 
effort from the medical community.

To jump start these future opi-
oid settlement funds, the federal 
government currently has allocat-
ed funding for the Helping to End 
Addiction Long-term (HEAL) 
initiative for the ongoing epidem-
ic of deaths, which are now pri-
marily from fentanyl. These HE-
AL funds are very welcome in the 
field and should provide some 
significant help for our patients, 
but these funding sources are not 
sustained and even their re-autho-
rization in Congress will only car-
ry for another year. Thus, the up-
coming challenge will not be in 
the courts, but in the state legisla-
tures, which are likely to get a 
substantial influx of financial re-
sources for sustained periods 
from the opioid settlements.

These funds can help address the 
current opioid epidemic, but perhaps 
more importantly, these sustained funds 
need to be directed toward the rapidly 
growing epidemic of stimulants, partic-
ularly methamphetamine. While the fa-

talities associated with this opioid epi-
demic have indeed shifted to an illicit 
market of heroin and fentanyl and away 
from the original challenges with mar-
keted commercial opioids, fentanyl is 
not only mixed with opioids, it is also 
being mixed with stimulants and caus-
ing increased mortality among drug us-
ers.

Stimulant abusers are also fueled 
by pharmaceutical companies who 
market stimulants for adults and chil-
dren with attention-deficit/hyperac-
tivity disorder; however, many adults 
are getting stimulants for such off 
label uses as depression, anxiety, and 
improved concentration. College 
campuses are awash in illicit stimu-
lant use, and many young adults are 
becoming addicted to stimulants. 
Moreover, there is now the added risk 
of illicit fentanyl adulteration and 
overdose.

The financial resources that are 
clearly on their way to states and 
communities from both pharmaceu-
tical company settlements and the 
more immediate federal HEAL 
grants need appropriate planning for 
wise spending—not wasting these 
resources by missing the mark for 
which they were intended.

So, have we made progress since 
that article was published in 1968 or 
are we on a two-steps forward, one 
backward pattern? Let us hope a fu-
ture psychiatrist will be able to write 
a more positive article. 

Dr Kosten is Jay H. Waggoner Endowed 
Chair, Co-Founder, Institute for 
Clinical and Translational Research, 
and Professor of Psychiatry, 
Neuroscience, Pharmacology, and 
Immunology, Baylor College of 
Medicine, Houston, TX.
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A 37-year-old woman with a history 
of recurrent major depression is 
currently stable on vortioxetine, a 

newer antidepressant. “Lauren” asks for 
advice regarding psychiatric medication 
use during pregnancy. She has a history 
of being nonresponse to classic selective 
serotonin reuptake inhibitor medications 
and two psychiatric hospitalizations, one 
of which was after a serious suicide at-
tempt. How should her psychiatrist ad-
vise her?

Managing psychiatric disorders in 
the setting of pregnancy is confusing and 
complex; complicating matters is a large 
amount of conflicting literature that is 
difficult to absorb, interpret, and use for 
best practices. Those of us who have 
specialized in perinatal psychiatry have 
spent a large amount of time thinking 
about the best approaches to designing 
treatment plans for pregnant patients. 
This article discusses a few common er-
rors in the management of the perinatal 
psychiatric population (Table).

Stopping all medications
While medication discontinuation dur-
ing pregnancy is appropriate for some 
patients, it is not for many others. Re-
lapse rates for women with mood disor-
ders who discontinue medications in 
pregnancy are incredibly high: up to 
70% in women with major depression 
and 85% or higher for women with bi-
polar disorder.1-3 Many women suffer 
symptom relapse when their psychiatric 
medications are discontinued for preg-
nancy. In comparison, only one-third of 
women who do not stop their medica-
tions for pregnancy have symptom re-
lapse. Thus, stopping medications prac-
tically guarantees that the pregnancy 
will be exposed to psychiatric illness.

Underestimating the risks
Psychiatric illness (especially depres-
sion) during pregnancy has been as-
sociated with multiple negative out-

comes for the exposed baby, including 
preterm delivery, low birth weight, 
decreased motor tone and activity in 
the baby, higher cortisol levels in the 
baby, poor reflexes in the baby as 
well as overall worse health status 
and increased risk for preeclampsia 
and gestational diabetes. The nega-
tive effects of postpartum depression 
on exposed babies include lower IQ, 
slower language development, and 
higher rates of attention deficit-hy-
perativity disorder as well as behav-
ior problems and psychiatric illness.

Exposure to maternal psychiatric 
illness either during pregnancy and/or 
during the postpartum period can lead 
to undesirable and negative outcomes 
for the exposed child. These risks 
should not be forgotten when consid-
ering whether to continue a psychiatric 
medication during pregnancy.

Undertreating the illness
A second common scenario is that a 
woman’s medication is continued dur-
ing pregnancy but at a lower dose than 
what was needed to get her well. Or, 

conversely, the medication is continued 
but not increased or changed in the set-
ting of illness recurrence. In this case, 
the woman and her baby are being ex-
posed to both the medication and the 
psychiatric illness. The better approach 
is to treat to wellness—otherwise, why 
use the medication in the first place?

Switching
In general, perinatal psychiatrists rec-
ommend using older medications that 
we know more about in pregnancy 
rather than newer ones about which we 
know little to nothing in pregnancy. 
This rule of thumb applies to treatment 
planning before pregnancy. Once a 
woman is pregnant, the infant is al-
ready exposed to the newer medication 
and switching risks relapse of the 
illness as well as exposure to the sec-
ond medication. So, if you are going to 
make change, do so before pregnancy.

Switching to a category B medica-
tion is similar to the previous error 
but it also involves a misunderstand-
ing of the old FDA pregnancy cate-
gory B. The old pregnancy categories 

are being phased out and replaced 
with a summary on the label of all 
available data on the safety and risks 
of a medication during pregnancy 
and lactation. However, the pregnan-
cy categories are still used for some 
older medications and are readily 
available on the internet.

Category B combines medications 
that have reassuring animal data but 
no human data, with medications that 
have demonstrated an adverse effect 
in animals but have no demonstrated 
risk in humans. Thus, many providers 
conclude that if a medication is cate-
gory B, the medication is safer to use 
during pregnancy compared with a 
category C or D medication. Howev-
er, many Category B classified medi-
cations simply have no human data at 
all and therefore are not preferable 
over medications that we have safety 
and risk data for in humans.

Switching to a different medication 
while breastfeeding because it has a 
lower passage into breast milk is a 
well-intentioned practice but also in-
creases the number of exposures for the 

Common Errors Psychiatrists Make 
When Managing Mood Disorders in 
Pregnant Patients

SIGNIFICANCE FOR PRACTICING 
PSYCHIATRISTS

This article describes common misconceptions about 
treatment of psychiatric illness during pregnancy and 
advocates for a logical and thoughtful approach to 
designing a treatment plan during pregnancy. 

 ◗ Treating psychiatric illness is complex; both the risks of medication 
exposure as well as the risks of untreated psychiatric illness for 
the mother and the baby need to be considered.

 ◗ Psychiatric relapse in the setting of medication discontinuation for 
pregnancy is extremely common.

 ◗ An appropriate treatment plan for psychiatric disorders 
during pregnancy should be individualized and take 
into account the patient’s history, age, habits, current 
medications as well as the risks of psychiatric 
relapse to mother and child.

 K
IE

FE
RP

IX
@

ST
OC

K.
AD

OB
E.

CO
M

PSY0320_016-017_mood-Payne.indd   16 2/27/20   2:40 PM



MARCH 2020 17P S YC HI AT RIC T IME S

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

Disorders

infant: to the medication used during 
pregnancy (note that the exposure in 
utero is far larger than the exposure in 
breastfeeding), to the medication used 
in breastfeeding, and potentially to psy-
chiatric relapse. Switching to a differ-
ent medication while breastfeeding 
should only be done in the case of a 
history of response to medication that 
could not be used during pregnancy but 
can be used during breastfeeding (such 
as valproic acid) or in the case of taking 
a medication during pregnancy that 
should not be used during breastfeed-
ing, such as clozapine and in some cas-
es lithium. A switch can also be made if 
there is symptom relapse on the current 
psychiatric medication(s) but not for 
the purposes of limiting exposure dur-
ing breastfeeding.

Switching prior to 
pregnancy
It often makes sense to try to “clean 
up” a medication regimen and switch 
to medications with more data prior to 
pregnancy. However, when a woman is 
older, her risk of genetic malforma-
tions increases with each passing year. 
In the spirit of treating the whole pa-
tient, taking time to change a medica-
tion regimen and risk relapse and spend 
time finding a medication regimen that 
is helpful may not make sense. In this 
setting, the provider does best to edu-
cate the patient about this risk to make 
sure she makes an informed decision 
about her treatment options.

Stopping benzodiazepines
Many clinicians get nervous about 
benzodiazepine use in  pregnancy 
and, particularly in the setting of an 
unplanned pregnancy, will refuse to 
prescribe benzodiazepines when a 
woman finds herself pregnant. How-
ever, sudden discontinuation of ben-
zodiazepines can precipitate with-
drawal symptoms including unstable 
changes in blood pressure and heart 
rate, and can result in seizures, none 
of which are particularly good for the 
patient, her baby, or the pregnancy.

Attempting to taper and minimize 
the regular use of benzodiazepines 
during pregnancy is a more reasona-
ble approach that supports the health 
of both mother and baby. Tapering of 
benzodiazepines can be accomplished 
by switching to a longer-acting agent 
followed by a taper of 20% every 24 
hours in the setting of a motivated pa-
tient and good supports. Many pa-
tients will require a slower taper and 
can be decreased every 3 to 7 days.4

Ignoring substance use
I have evaluated a number of patients 
concerned about their psychiatric 

medications in pregnancy yet they 
continue to smoke tobacco, drink al-
cohol, use marijuana, or take opiates. 
It is important to address these known 
risk factors for negative pregnancy 
outcomes and emphasize that these 
substances have very clear risks if 
continued during pregnancy. In com-
parison, most (but not all) psychiatric 
medications do not.

Antipsychotic use
I have evaluated a number of patients in 
which appropriate treatment has been 
withheld because the patient was preg-
nant. Providers have the good intention 
of not exposing the baby to psychiatric 
medications; however, they neglect the 
very real risk of exposure to psychiatric 
illness and unhealthy and unpredicta-
ble maternal behaviors. Furthermore, 
there are very few medical illnesses for 
which we withhold treatment during 
pregnancy and psychiatric illness 
should not be an exception.

Lithium
Unfortunately, lithium use during 
pregnancy has a very bad reputation 
because of early studies that found an 
increased rate of Ebstein anomaly in 
in utero exposed infants. However, 
more recent data reveal that the risk of 

Ebstein anomaly in exposed infants is 
less than 1%, while the risk of relapse 
of bipolar I disorder with discontinua-
tion of lithium during pregnancy is 
approximately 85% to 100%.2,3,5

Lithium should be considered as a 
possible treatment option during 
pregnancy for patients who respond 
well to lithium and have a history of 
severe bipolar illness. You also may 
want to consider switching to an 
atypical antipsychotic although this 
carries a risk of relapse in patients 
who respond to lithium.

Lithium use during breast-feeding 
remains controversial. Although it can 
be supported in some individual cases, 
it is not recommended in patients who 
are disorganized or unlikely to recog-
nize dehydration in an infant.6

Valproic acid, carbamazepine
To be clear, I am not recommending 
that valproic acid or carbamazepine 
not be prescribed to women who may 
become pregnant. I am, however, rec-
ommending that contingency plans 
be in place when these medications 
are prescribed in women because nei-
ther should be used in pregnancy ex-
cept in exceptional circumstances. If 
valproic acid or carbamazepine are to 
be used in a woman who has the po-
tential to become pregnant, it is im-
portant that she clearly understands 
that she should not take these medi-
cations during pregnancy and that 
any pregnancy should be a planned 
one, and other medications will be 
used during pregnancy.

Discussion of contraception choices 
should be carried out and initiation of 
contraception should be encouraged 
and if possible undertaken. In addition, 
the association between valproic acid 
exposure and the development of poly-
cyctic ovarian syndrome as well as the 
potential for decreased fertility should 
be discussed with the patient. 

In general, I recommend prescrib-
ing valproic acid and carbamazepine 
in women of reproductive age only 
when other, safer medication choices 
for pregnancy such as lithium or 
atypical antipsychotics have failed.

Discussion
Let’s return to the clinical case described 
at the beginning of this article. What are 
some appropriate treatment options for 
Lauren during pregnancy? 

She has a history of severe illness 
requiring hospitalization, a history of 
a significant suicide attempt, and a 
history of non-response to SSRI med-
ications. She is, however, on a newer 
antidepressant about which we know 
little during pregnancy.

One option is to attempt to switch 

her to an older medication about 
which we know more, as long as it is 
not an SSRI since she has a history of 
nonresponse. 

However, since Lauren is in her 
late 30s it might not make sense to 
take the time to undertake medication 
trials and risk relapse of her illness, 
which has been severe in the past. 
Her options should be discussed in 
detail, using a risk-risk approach: 
discussing the risks of psychiatric 
medication use during pregnancy, the 
risks of switching to a different med-
ication, and the risks of psychiatric 
illness during pregnancy to both the 
patient, her pregnancy, and her in-
fant.

Finally, let’s revisit her case with 
the added detail that Lauren is, in fact 
,currently pregnant. Does this change 
recommendations? Absolutely. If 
Lauren is already pregnant, it does 
not make sense to switch to an older 
medication because the developing 
baby is already exposed to the medi-
cation and switching increases the 
risk of relapse and exposing the baby 
not only to the original antidepressant 
but also a second medication. In this 
case, it would be better to continue 
with a medication known to work for 
Lauren and try to minimize the num-
ber of exposures for the baby.

There are no easy answers in de-
signing a psychiatric medication plan 
for pregnancy, but a calm, thoughtful 
approach can help us promote maternal 
mental health which is not only good 
for the mother, but also for her baby.
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Medicine, Baltimore, MD. She reports no 
conflicts of interest concerning the sub-
ject matter of this article.
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Top Errors in  
Perinatal Psychiatry

 1. Stopping all psychiatric medications.

 2.  Underestimating the risks of  
psychiatric illness in pregnancy.

 3. Undertreating the psychiatric illness.

 4.  Switching to a newer and less  
studied medication to an older one 
with more data after a woman is 
pregnant.

 5.  Switching to a different medication 
during breastfeeding because it has 
a lower passage into breast milk.

 6.   Trying to change medications prior 
to pregnancy when a woman is in 
her late 30s or early 40s.

 7.  Switching to a category B  
medication.

 8.  Stopping benzodiazepines without 
tapering.

 9.  Not addressing substance use  
cessation.

10.  Refusing to give a psychotic  
pregnant woman an antipsychotic.

11.  Avoiding the use of lithium.

12.  Prescribing valproic acid or  
carbamazepine in reproductive 
aged women without a contracep-
tion plan or a plan for medication 
management during pregnancy.
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A lzheimer disease (AD) and oth-
er dementias are a major and 
increasing global health chal-

lenge. In 2010 there were 35.6 mil-
lion individuals living with dementia; 
these numbers are expected to double 
every 20 years and reach approxi-
mately 115.4 million by 2050.1

Behavioral and psychological 
symptoms of dementia (BPSD) is 
used to describe a group of diverse 
non-cognitive symptoms and behav-
iors that are frequently seen among 
individuals with dementia. BPSD af-
fects approximately 90% of individu-
als at some point during the course of 
the illness, with greater prevalence 
noted among individuals receiving 
skilled care.2

Common BPSD include apathy, 
anxiety, depression, agitation, psy-
chosis, sleep disturbances, dyspho-
ria, aberrant motor activity, halluci-
nations, and delusions. There is 
emerging evidence that specific 
symptom patterns can be identified in 
different types of dementias. One re-
cent study found that hallucination, 
abnormal motor behavior, and anxi-
ety were significantly more frequent 

in Alzheimer disease and mixed de-
mentia (MD) compared with vascular 
dementia (VD).3 Hallucinations and 
delusions were significantly more se-
vere in AD and MD. Disinhibition was 
significantly more frequent and se-
vere, and agitation was significantly 
more severe, in patients with VD.

BPSD is associated with faster 
cognitive decline, greater functional 
impairment, and reduced quality of 
life for patients and their caregivers. 
BPSD is also a risk factor for earlier 
institutionalization among individu-
als with dementia. Moreover, BPSD 
adds to the overall cost of caring for 
individuals with dementia.

This spectrum of symptoms is 
thought to occur due to the complex 
interaction between biological, psy-
chological, social, and environmental 
factors. These factors include struc-
tural, functional, and neurochemical 
changes in the brain, underlying med-
ical or psychiatric disorders, preexist-
ing personality traits, caregiver dis-
tress/depression, and misleading or 
lack of stimuli from the environment.

Assessment
When an individual is being assessed 
for BPSD, it is vitally important to 
collect information from the caregiv-
ers of these individuals. Collateral 
information will provide insight into 

the type and duration of symptoms, 
aggravating and mitigating factors, 
prognostic factors, and a history of 
interventions that have been benefi-
cial in managing BPSD. Underlying 
medical and psychiatric conditions 
should be evaluated and appropri-
ately managed, as they might be pre-
cipitating and/or worsening the 

BPSD. A thorough medication re-
view will help eliminate the effect of 
medications, which may cause and/
or aggravate the BPSD. This is also 
true of any illicit substances.

An assessment of BPSD includes 
the use of standardized and validated 
assessment scales such as the Neuro-
psychiatry Inventory (NPI) or the Be-
havioral Pathology in Alzheimer Dis-
ease Rating Scale (BEHAVE-AD). 
These standardized tools can assist in 
qualifying and quantifying the 
BPSD. They also can assist with 
tracking the progression of BPSD 
and the efficacy of interventions.

Management
Both nonpharmacological and phar-
macological management strategies 
have been found to be beneficial 
among individuals with BPSD. 
Among the nonpharmacological strat-
egies, music therapy and behavioral 
management techniques appear to be 
effective for reducing the BPSD.4 
These interventions have been shown 
to reduce the frequency and severity of 
the BPSD and also decrease caregiver 
burden with effect sizes similar to 
those of associated with pharmaco-
therapy.5

To be successful, nonpharmaco-
logical interventions need to be indi-
vidualized and delivered in a caring 
way in a caring environment.6 Non-
pharmacological interventions that 

target both the patient and the care-
taker improves the lives of both part-
ners in the dyad.

Nonpharmacological management 
strategies are often used prior to or in 
conjunction with pharmacotherapy. 
This is done to minimize the exposure 
of individuals with BPSD to pharma-
cotherapeutic agents, given their sig-

nificant adverse effect profile.
Although there are no FDA-ap-

proved medication classes to manage 
BPSD, many medications have been 
tested.7 Common medication classes 
that have been used in the manage-
ment of BPSD include antidepres-
sants, antipsychotics, anticonvul-
sants, and cholinesterase inhibitors.

Findings from a meta-analysis in-
dicate that only two medications had 
statistically significant higher re-
sponse rates than placebo in the man-
agement of BPSD: dextrometho-
rphan/quinidine [odds ratio (OR) = 
3.04] and risperidone (OR =1.88) re-
spectively.8 Dextromethorphan/quini-
dine and risperidone were also found 
to be superior to haloperidol and que-
tiapine. However, haloperidol failed 
to demonstrate higher efficacy than 
placebo (OR = 0.86), and it was less 
efficacious compared with nearly all 
medications in the network. No indi-
vidual selective serotonin reuptake 
inhibitor was found to have signifi-
cantly greater efficacy than placebo. 
There were non-significant differenc-
es in treatment acceptability for nearly 
all medications when compared with 
placebo, except for oxcarbazepine 
(OR = 3.73). Oxcarbazepine also had 
inferior acceptability when compared 
with donepezil and haloperidol.

Data from a second meta-analysis 
show that compared with placebo, 
aripiprazole, quetiapine, and risperi-

Managing Behavioral and Psychological 
Symptoms of Dementia

Table. Improved outcomes with aripiprazole, quetiapine, 
and risperidone compared with placebo9

Rating scale Standardized mean difference

Aripiprazole

NPI

BPRS

CMAI

-0.17

-0.20

-0.30

Quetiapine

BPRS -0.24

Risperidone

CMAI -0.26

NPI, Neuropsychiatric Inventory; BPRS, Brief Psychiatric Rating Scale; CMAI, Cohen-Mansfield 
Agitation Inventory.

“Findings from a meta-analysis indicate that only two 
medications had statistically significant higher response 
rates than placebo in the management of BPSD.”

PSY0320_018-019_Neuropsych-Tampi.indd   18 2/27/20   2:41 PM



MARCH 2020 19P S YC HI AT R IC T IME S

w w w.p s yc hia t r i c t ime s .c omNeuropsychiatry

done were associated with improve-
ments in symptoms on different stan-
dardized rating scales (Table).9 
However, the differences between 
the atypical antipsychotics were not 
significant for effectiveness, death, 
or cerebrovascular events. Compared 
with placebo, risperidone (OR = 
3.85) and olanzapine (OR = 4.28) 
were associated with increased risk 
for cerebrovascular events.

A multidisciplinary team from 
Canada created an evidence-based 
algorithm for the management of 
BPSD.10 After a baseline assessment 
and the discontinuation of potentially 
exacerbating medications, they rec-
ommend sequential trials using ris-
peridone, aripiprazole or quetiapine, 
carbamazepine, citalopram, gaba-
pentin, and prazosin, if pharmaco-
therapy is indicated.

A recent expert panel consensus 
recommended a step-wise approach 
to the management of BPSD.11 The 
panel recommendation is that man-
agement commence with the identi-
fication of underlying causes for 
BPSD. This should be followed by 
the implementation of nonpharma-
cological management strategies in-
cluding caregiver training, environ-
mental adaptations, person-centered 
care, and tailored activities. If phar-
macologic interventions are re-
quired, the use of citalopram and 
analgesia should be given priority 
before other medication classes, es-

pecially antipsychotics. For the man-
agement of psychosis, risperidone 
could be used after the evaluation 
and management of underlying 
causes for the psychosis.

In addition, emerging data indicate 
the efficacy of cannabinoid and elec-
troconvulsive therapy (ECT) for the 
management of BPSD.12,13 Other treat-
ments that are being studied include 
pimavanserin, lithium, gabapentin, 
mirtazapine, escitalopram, carbam-
azepine, and methylphenidate.14

Conclusion
BPSD is associated with worse out-
comes for patients with dementia. 
The management of patients is not 
standardized, but protocols generally 
involve the treatment of underlying 
symptoms followed by the use of 
nonpharmacological management 
techniques and evidence-based phar-
macotherapy for refractory BPSD. 
When using antipsychotic medica-
tions, caution is advised given their 
significant adverse effect profile. 
Treatment outcomes among individ-
uals with BPSD can be improved by 
using a risk to benefit analysis and 
step-wise approach to management.

Dr Tampi is Chairman, Department of 
Psychiatry & Behavioral Sciences, 
Cleveland Clinic Akron General, 
Akron, OH, and Chief, Section of 
Geriatric Psychiatry, and Professor of 
Medicine, Cleveland Clinic Lerner 

College of Medicine, Case Western 
Reserve University, Cleveland, OH; Ms 
Tampi is Executive Vice President, 
Diamond Healthcare, Richmond, VA. 
The authors report no conflicts of in-
terest concerning the subject matter 
of this article.
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1.  A risk and benefit analysis should be completed before prescribing 
antipsychotics to individuals with BPSD.

2.  If the analysis favors the use of antipsychotics, then treatment should be 
initiated at the lowest possible dose and titrated to the minimum effective dose 
as tolerated.

3.  If clinically significant adverse effects occur from the use of an antipsychotic, 
the potential risks versus benefits of using the medication should be 
reevaluated.

4.  If the use of the medication does not provide any appreciable benefit after a 
4-week trial at an adequate dose, then the medication should be tapered and 
discontinued.

5.  If there is good response from the use of the antipsychotic, unless there are 
contraindications, an attempt to taper and withdraw the medication should be 
made within 4 months of initiation of treatment, after discussions with the 
individual and his or her caregiver.

6.  When the medication is being tapered, the patient should be evaluated monthly 
for at least 4 months after the medication has been discontinued.

7.  In the absence of delirium, haloperidol should not be used as a first-line agent for 
management of BPSD.

8.  Individuals with BPSD should not receive long-acting injectable antipsychotics, 
unless they have a co-occurring chronic psychotic illness.

American Psychiatric Association (APA) Practice 
Guideline Recommendations for Managing BPSD15
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The Coercive Cycle: 
A School to Prison Pipeline?
» Marc S. Atkins, PhD, and 
Angela L. Walden, PhD

S eclusion, the disciplinary prac-
tice in which a child is placed 
in a location that isolates them 

from peers and adults, has long been 
considered controversial.1,2 Seclusion 
emerged as a common practice with-
in special education during the 1960s 
and 1970s and has, in more recent 
decades, increased in general educa-
tion settings despite the lack of evi-
dence that it is effective.1 In fact, se-
clusion has been associated with 
negative physical and psychological 
outcomes, including death, and chil-
dren with disabilities and mental 
health needs are at increased risk for 
seclusion relative to their peers.3

This past November, the Chicago 
Tribune in collaboration with Pro-
Publica, published a report on the use 
of seclusion for children and youth in 
schools and special education settings 
across Illinois.4 The report revealed 
shocking abusive practices, including 
long-duration seclusions for young 
children, lack of adult oversight, and 
overly harsh discipline for minor in-
fractions. As noted in the report, se-
clusion is banned in four states and 
restricted in sixteen others. Following 
the report, Illinois issued new guide-
lines and now bans this practice.5

More recently, a group of Illinois 
congressional representatives issued 
a letter to the Secretary of Education 
asking her to ban all seclusions in 
educational settings nationwide. As 
noted in these reports and letters, 
there is no therapeutic rationale for 
long-duration seclusion, and there 
are many more viable and effective 
alternatives.6 Moreover, findings in-
dicate that abusive disciplinary prac-
tices in schools are disproportion-
ately applied to youth of color with 
significant disruption in their learn-
ing; often referred to as the school-
to-prison pipeline.7

According to the recent collabor-

ative report from the Chicago Tri-
bune and ProPublica, only 19 states 
have banned school seclusion, and 
such practices are not regulated by 
federal law.4 In this article, we dis-
cuss the reasons for the maintenance 
of abusive disciplinary practices 
with youth despite considerable evi-
dence for more effective alternatives, 
suggest a renewed focus on reducing 
disparities and promoting equitable 
funding across communities, and 
share thoughts and implications for 
psychiatrists.

Harsh discipline
Harsh discipline with children—
whether it is corporal punishment by 
parents or overly punitive practices in 
schools—has long been established 
as ineffective and counter-produc-
tive, yet it remains a common prac-
tice.8 Harsh disciplinary practices 
lead to high rates of childhood ag-
gression and delinquency, with strong 
intergenerational transmission.9,10 
Gerald Patterson, PhD, and col-
leagues11 at the Oregon Social Learn-
ing Institute first identified what they 
termed coercive family processes: 
escalating child misbehavior is met 
with escalating punitive practices by 
parents. They noted that the adult 

overuse of punishment is often a 
model for the child to use aggression 
to solve problems with peers or 
teachers. Their research led to the de-
velopment of a generation of pro-
grams to teach parents and teachers 
alternative discipline practices.12,13

The coercive cycle
Several decades of experience in ur-
ban schools in Philadelphia and Chi-
cago provided our research team 
with more than enough anecdotal 
evidence that the coercive cycle was 
a well-established pattern, but em-
pirical data were lacking to docu-
ment the nature and extent of disci-
plinary practices. In collaboration 
with a principal at one Chicago Pub-
lic School in which we were consult-
ing, we collected and catalogued dis-
ciplinary records for all 3rd through 
8th grade students (N = 314) for an 
entire school year.14

We found that the coercive cycle 
was in place for some but not all stu-
dents. Specifically, being disciplined 
was a deterrent for about 20% of stu-
dents; after being disciplined in the 
fall, they did not receive any other 
discipline for the rest of the school 
year. In general, their infractions were 
minor, such as not wearing a school 

uniform or talking out in class, and 
the consequences less severe—deten-
tions rather than expulsions. For 
them, the punishment accomplished 
its goal of discouraging misbehavior.

But for another quarter of the stu-
dents, the findings were more trou-
bling. Their infractions were more 
serious (eg, fighting, cursing) and the 
punishment more severe (expulsion 
rather than detention). Of even more 
concern, being disciplined led to in-
creased disruptive behavior through-
out the school year. As a group, these 
students were rated as highly aggres-
sive by teachers and were less popu-
lar with their peers. Based on the es-
calation of their disruptive behavior, 
the consequences appeared to serve 
as a reward not a punishment. That is, 
for these students, being removed 
from the classroom may have been 
preferred over remaining in a class-
room, which was supposed to be a 
negative experience for them. Teach-
ers were also relieved with the re-
moval of disruptive students from the 
classroom, because it allowed them 
to resume their teaching. Thus, for 
these students, the coercive cycle was 
fully entrenched (Figure).

Children with autism spectrum 
disorder comorbid with ADHD had 

Figure. Coercive cycle of out-of-classroom discipline

Teacher removes 
student from classroom

Student is relieved  
(gets to leave classroom)

Teacher is relieved 
(classroom calmer)Student acts out

Acting out behavior 
is reinforced

Note: Classroom expulsion (harsh punishment) provides teacher relief but can backfire by rewarding 
negative student behavior.
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especially high rates of harsh disci-
pline.15 Reducing the use of parental 
harsh discipline was found to be es-
pecially important for preschool chil-
dren with ADHD through reduced 
autonomic responding associated 
with anger management and emo-
tional behaviors.16 A recent study of 
disciplinary practices in high schools 
and middle schools in Maryland not-
ed high rates of suspension for stu-
dents with disabilities. This was es-
pecially pronounced in low-achieving 
schools serving students in areas of 
lower socioeconomic status.17

Funding and resources
The processes supporting the coer-
cive cycle are well established behav-
ioral patterns that can be difficult to 
modify, and the stakes in psychiatric 
and special education facilities are 
even higher. In fact, following the 
ProPublica and Chicago Tribune re-
port, the Illinois State Department of 
Education issued a statewide ban on 
seclusion in child psychiatric facili-
ties only to lift the ban in favor of in-
creased monitoring after programs 
indicated that without these proce-
dures they would need to discharge 
their most aggressive youth.18 Clear-
ly, the state was unprepared to ac-
commodate these facilities to fully 
address the needs of these youth.

From a psychiatric public health 
perspective, this report and the subse-
quent responses highlight the urgent 
need to address the poor state of pub-
lic education for our most vulnerable 
youth. It is understandable that legis-
lators and advocates are looking to 
government officials to ban abusive 
practices, such as seclusion, but a fo-
cus only on what not to do will likely 
only push this problem further under-
ground. It is not a lack of knowledge 
that is perpetuating these abusive 
practices, but a lack of willingness to 
fund programs, and staff, at levels 
needed to assure effective practices.

Some three decades ago, our re-
search team consulted at a large state 
psychiatric hospital outside of Phila-
delphia and saw first-hand how staff 
shortages and lack of training led to 
abusive disciplinary practices.19 Young 
patients and patients of color were most 
likely to receive long seclusions, last-
ing between 4 and 5 hours—and the 
staff were unprepared for the more 
complex behavioral reward programs 
we recommended, such as increased 

privileges (eg, TV time, later bedtime) 
contingent on appropriate behavior. 
Sadly, this was highly similar to the 
findings in the most recent report from 
Illinois.

Similarly, for youth in special edu-
cation, lack of adequate funding is a 
key factor in deteriorating services. A 
review of state funding of education 
from the nonpartisan Center on Bud-
get and Policy Priorities noted steep 
cuts in spending on education for 
most states with staffing levels and 
teacher salaries being especially hard 
hit.20 It is no wonder that disparities in 
education remain a pernicious prob-

lem in the US—driving the growing 
income gap between rich and poor.21

Clearly, the ProPublica and the 
Chicago Tribune report is important 
in contributing to a national aware-
ness of the deplorable state of public 
education in the US for our most vul-
nerable and needy children. Politi-
cians and state government represen-
tatives who call for higher standards 
of care and greater accountability 
from education authorities are also to 
be commended. However, neither of 
these will effect meaningful change 
unless they are accompanied with 
dedicated funding for staffing, train-
ing in evidence-based education, and 
special education behavior manage-
ment practices as well as organiza-
tional support for implementing and 
monitoring these practices.

There are numerous, easily acces-
sible programs on effective disciplin-
ary strategies focused on standard-
ized classroom routines and use of 
praise and positive reinforcement as 
well as less severe consequences 
such as timeout and loss of privileg-
es. However, they are not widely dis-
seminated, especially in communi-
ties of poorer socioeconomic 
status.22,23 Online resources are be-
coming more prevalent and research 
is emerging that looks at factors that 
affect parent and teacher response.24,25

We can hope that exposés such as 

the ProPublica-Chicago Tribune re-
port and the attention they have gar-
nered can spur a long-needed align-
ment of knowledge and political will 
to break the coercive cycle to abusive 
disciplinary practices in schools. But 
given that much of this information 
has been known in principle if not in 
detail, it is likely that more direct ad-
vocacy is needed. Working together, 
psychiatry and its allied disciplines of 
psychology and social work have the 
knowledge and leverage to dissemi-
nate information on effective disci-
pline to schools and parents. It may be 
difficult in a fee-based health care en-

vironment to find the time and re-
sources that will impact communities, 
but even a little effort by each of us 
can go a long way. Children and their 
parents and teachers deserve no less.
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Assassins in London 
and Washington Force 
Changes in the Insanity 
Defense March 1843 and 1981

A cross the centuries, March has 
been an eventful month for the 
insanity defense on both sides 

of the Atlantic, and the McNaughten 
rule remains the prevalent standard to 
this day. 

On March 2, 1843, Daniel Mc-
Naughten went on trial for murder, 
leading to a ruling of not guilty by 
reason of insanity. The McNaughten 
Rule has influenced insanity defenses 
ever since. 

In the 1840s, Britain was the scene 
of protests over the Corn Laws, 
which stressed lower socioeconomic 
classes by taxing grain. Prime Minis-
ter Robert Peel of the Tory Party was 
vilified as an oppressor. A Scottish 
woodworker, McNaughten, became 
obsessed with Peel, believing he and 
the Tories were persecuting him, di-
rectly and severely enough to threat-
en his life. Under that fixed idea in 
1843, he came to London to study 
and assassinate Peel in order to save 
his own life.

On January 20, 1843, McNaugh-
ten lay in wait near Peel’s home. A 
man left the home, and McNaughten 
shot him from behind. The victim, 
however, was not Peel; rather, it was 
his secretary, Edward Drummond. 
Though it remains controversial 
whether McNaughten knew he was 
shooting the wrong man,1 sources 
say the shooter believed he had shot 
Peel.2 Regardless, the shooting was 
intentional. The victim died less 
than a week later, making it a mur-
der case. 

On March 2, 1843, McNaught-
en’s trial began at the Central Crimi-
nal Court of London. He had a tal-

ented lawyer, Alexander Cockburn. 
Expert testimony said that as a result 
of his delusions, McNaughten did 
not know what he was doing was 
wrong. Cockburn, who had read A 
Treatise on the Medical Jurispru-
dence of Insanity3published in 1838 
by American physician Isaac Ray, 
relied on Ray’s idea that there 
should not be a single test for insan-
ity. The defense so persuaded Lord 
Chief Justice Tindal that he directed 
a verdict of not guilty on the ground 
of insanity. McNaughten, consid-
ered dangerous, was civilly commit-
ted, the custom that began in 1800.4 

The verdict did not sit well with 
Queen Victoria, who had been the 
object of threats and attempts to harm 
her. She was incredulous that a man 
who opposed the conservative gov-
ernment would be considered insane 
and not responsible. The House of 
Lords promptly held an inquiry ask-
ing legal experts a series of ques-
tions. For example: What is the prop-
er test for criminal responsibility? 

The consensus was that the cor-
rect test is whether the defendant, at 
the time of the act, labored under 
such a defect of reason from disease 
of the mind as not to know the na-
ture and quality of the act he was do-
ing, or as not to know what he was 
doing was wrong.5 This was a cogni-
tive test (knowing right from 
wrong), in contrast to the volitional 
test (not having the will to resist an 
impulse). The new standard became 
known as the McNaughten Rule, 
even though McNaughten was not 
tried under it. It quickly caught on in 
America, where it remains the pre-

dominant standard for insanity.
In the mid-20th century, Dr 

Ray’s advice was evident. First, 
federal jurisdiction in 1954 permit-
ted juries to consider a standard 
Ray supported in 19th century: “an 
accused is not criminally responsi-
ble if his unlawful act was the prod-
uct of mental disease or mental de-
fect.”6 Then, in 1972, the federal 
jurisdiction adopted the American 
Law Institute’s standard (a volition-
al test in addition to a cognitive 
test).7 

On March 30, 1981, John Hinck-
ley Jr shot and wounded President 
Reagan and his press secretary, James 
Brady. He was tried and acquitted by 
reason of insanity under the federal 
standard. This troubled Congress, just 
as it did the Crown after the Drum-
mond assassination. The result was 
the removal of the volitional standard 
in new legislation—the Insanity De-
fense Reform Act of 1984—and a 
return to the McNaughten Rule.8
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Treatment Nonadherence
An Epidemic Hidden in Plain Sight
» Mansoor Malik, MD, Suneeta 
Kumari, MD, and Partam Manalai, MD

T he impact of nonadherence is 
staggering. It is estimated that 
at least 50% of patients with 

chronic health conditions are nonad-
herent; similarly, 20% to 30% of pre-
scriptions are not even filled.1 In the 
US, nonadherence is responsible for 
an estimated 125,000 deaths and be-
tween $100 to $300 billion in medi-
cal costs annually.2

Treatment nonadherence in patients 
with psychiatric disorders is similar or 
higher than with other chronic condi-
tions. At least 61% of patients with 
schizophrenia, 57% of patients with 
bipolar disorder, and 52% of patients 
with depression have problems with 
adherence.3 Even with depot medica-
tions, many patients are treatment non-
adherent within one year.

Measurement of adherence
Measuring adherence is tricky. Ad-
herence to treatment occurs on a 
spectrum from total adherence to to-
tal nonadherence. It is also a dynamic 
process—patients can be selective in 
their adherence, and their adherence 
levels can change over time. The def-
inition of adherence also varies: non-
adherence is defined as patients miss-
ing medications from 20% to 50% of 

the time.4

Adherence is almost always over-
estimated. Most studies use pharma-
cy prescription claims data as a proxy 
for adherence. Most commonly used 
measures are Medication Possession 
Ratio (MPR) and the Proportion of 
Days Covered (PDC). MPR is the ra-
tio of the number of days for which a 
patient has medications on hand di-
vided by the total number of days the 
patient was observed. Because the 
assumption is that nonadherent pa-
tients are unlikely to fill their pre-
scriptions, MPR is likely to overesti-
mate adherence for patients who fill 
their prescriptions. The Proportion of 
Days Covered (PDC) can be more 
accurate. It uses several covered days 
for which patients have medications 
on hand. However, neither MRP nor 
PDC measure actual ingestion of 
medications.

Technology-based solutions are 
available that can closely approxi-
mate patients’ adherence. The Medi-
cation Event Monitoring System 
(MEMS) uses microtechnology to 
detect when a medication container is 
opened. This technology can be ap-
plied to smart pillboxes labeled with 
the day and time of each medication. 
The data are transferred via the pa-
tient’s cell phone to providers. MEMS 
can also send text messages to remind 
patients to take their medications.

Another approach is edible digital 

sensors embedded in the medication. 
The sensors are activated by gastric 
acid and send a signal to a remote 
monitoring system. In 2018, the FDA 
approved the first use of this technol-
ogy for mental health disorders. A 
tablet formulation of aripiprazole 
was approved with a small (1 mm x 1 
mm) sensor. Activated in the stomach 
it sends a signal to a wearable sensor 
worn on the chest. The data are then 
transmitted to a cloud server via a 
smartphone app, and can be accessed 
by the treating clinician.

Factors affecting adherence
Multiple factors play a role in nonad-
herence (Table 1); most is attribut-
able to patients’ perceptual factors. 
Findings from a cross-sectional study 
of patients with chronic health condi-
tions indicate that 62% of patients 
forgot to take their medications, 37% 
reported running out of medications, 
and 23% were careless about taking 
medications.5

Three themes of medication ad-
herence came to light in a review of 
the literature on schizophrenia: per-
ceived lack of control, risk of depen-
dence on medications or provider, 
and stigma associated with medica-
tion use. Self-efficacy and an internal 
locus of control are positively corre-
lated with medication adherence. 
While poor insight into illness is as-

sociated with higher rates of previous 
admissions and nonadherence.6

Another predictor of adherence is 
physician related—the therapeutic 
alliance plays a key role in treatment 
adherence. A collaborative relation-
ship, agreement on treatment tasks, 
and stability of the alliance are neces-
sary elements of better treatment ad-
herence. The patient needs to be in-
volved in the decision-making 
process for treatment because factors 
such as medication dosage, pill bur-
den, and regimen complexity influ-
ence adherence. Practical and finan-
cial issues also affect adherence: how 
difficult is it for the patient to get to 
appointments or pharmacies for pre-
scriptions? Can the patient afford the 
copays for medications? An analysis 
of comprehensive Medicaid claims 
shows that the increase in medication 
copayment is directly related to non-
adherence.7

As expected, stigma and perceived 
criticism about mental health issues 
can have a negative impact on adher-
ence. In a large study, self-stigma 
highly correlated with rates of nonad-
herence: patients with bipolar disor-
der had the highest rates of medica-
tion discontinuation at 65%, but 
living with a partner lowered the rates 
of self-stigma and decreased nonad-
herence.8 Symptom severity and over-
all level of disability also negatively 

Table 1.  Factors that affect treatment adherence
Patient-related Younger patients, minorities, patients from low 

socioeconomic groups and unmarried patients 
are less likely to be treatment adherent. Lack of 
insight and knowledge about the illness 
decrease adherence

Physician-related Good therapeutic alliance significantly 
increases adherence; complexity of medication 
regimen (more than twice a day) and adverse 
effects have a significant negative effect on 
adherence

System-related Transportation to get to appointment, 
medication copayment, availability of follow up, 
and duration of the appointment

Social Stigma about mental health issues, negative 
attitudes, low expectation from treatment and 
perceived criticism from family members have a 
negative association with adherence

Disease-related Increased symptom severity, depression, and 
substance use issues increase the likelihood of 
nonadherence
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affect adherence. Patients with de-
pression and substance use disorders 
are less likely to be adherent.

Interventions
Most of the research in treatment ad-
herence targets barriers to treatment 
and relies on self-reported estimates 
of adherence. Studies have generally 
shown that improved engagement 
with patients results in greater adher-
ence. Overall, multilevel interven-
tions are likely to be more effective 
(Table 2).

Psychoeducation has been the 
mainstay of intervention. Other inter-
ventions include family/peer support, 
pharmacist interventions, reminders 
to fill prescriptions by phone or text, 
even payment for medication adher-
ence. However, the effect size of 
these interventions is small, and the 
relationship to clinical outcomes is 
unclear.

A Cochrane review found 182 in-
tervention studies published between 
2007 and 2013.9 These studies were 
extremely heterogeneous, and even 
the best quality studies that used mul-
tiple interventions demonstrated only 
small results. Five studies reported 
clinical outcome measures but did not 

show significant improvement; 60% 
of the studies were underpowered.

In a review of multiple studies, the 
results were mixed. The most fre-
quent intervention was patient educa-
tion and counseling, with positive 
results seen in half the studies. Inter-
ventions delivered by nurses and 
pharmacists had better results than 
those provided by physicians.10

There are no studies that are spe-
cific to nonadherence in patients with 
psychiatric disorders. However, there 
have been reports of mobile health 
(mHealth) interventions that target 
nonadherence. mHealth uses smart-
phones and other wireless technolo-
gy. Increasingly popular, a report 
from the Pew Research Center indi-
cates that in 2017, 46% of patients 
used their cell phones or tablets to 
access health information.11 The most 
common way mHealth is being used 
is for education via smartphones ap-
ps. There are hundreds of thousands 
of health-related apps available for 
download.

The apps can be a useful and easy 
way to get information and measure 
certain behaviors; however, privacy is 
not assured, and they can be inaccu-
rate. In a review of 571 mental health 

apps, 60% did not use validated 
screening tools and two-third of the 
apps did not provide a privacy policy. 
One exception is the app designed by 
the US Department of Veterans Af-
fairs for the treatment of PTSD, 
which is of high quality and does not 
collect or share patient data.12

Over the last decade, there has 
been a lot of interest in using SMS 
texts for behavioral interventions. 

There are an estimated 300 million 
cell phones in the US, and most of the 
people use text messaging. Text mes-
saging has been one of the most com-
mon interventions used to enhance 
adherence. A systematic review 
found that reminders such as phone 
calls were most effective.13

Conclusion
Treatment nonadherence is highly 
prevalent with significant negative 
consequences, yet it is rarely ad-
dressed in routine clinical care. A 
high index of suspicion is needed to 
identify nonadherence and when 
identified, use evidence-based inter-
ventions address nonadherence.

Nonadherence should be ad-
dressed at multiple levels. Recent 
technological advances have made it 
possible to leverage mobile commu-
nications to improve adherence; 
however, a great need still exists for 
adequately powered studies to eluci-
date the mechanisms of and interven-
tions for treatment nonadherence.
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Hopkins University, Baltimore, MD, Dr 
Kumari is Research Assistant, and Dr 
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Washington, DC . The authors report 
no conflicts of interest concerning the 
subject matter of this article.
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Table 2. Examples of adherence interventions
Educational Change illness beliefs, psychoeducation about 

illness/medications, follow up by nurses/
pharmacists

Behavioral Memory aids such as pill boxes and blister 
packs, behavioral cueing, reminder calls/texts

Medication 
regimen

Elimination of unnecessary medications, once 
daily doses, uses of extended release and 
depot medication, addressing medication 
adverse effects, 90-day medication supply

Integrated care Physician access to pharmacy fill data, accurate 
medication reconciliation, frequent and regular 
appointment, case management

Financial Lowering/elimination of pharmacy copayments, 
contingency management

Social Involvement of family and/or caregivers, 
promotion of self-reliance, improved access to 
care and/or community supports

Technological Digital health technologies, medication event 
monitoring system

“Interventions delivered by nurses and pharmacists 
had better results than those provided by physicians.”
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Chaos Theory With a Human Face
Niall McLaren , MBBS, FRANZCP
» Awais Aftab, MD

D r Niall McLaren is an Australian psychiatrist with a rich clinical 
experience of practicing psychiatry with limited resources in 
some of the most remote parts of the English-speaking 

world. He has a lifelong interest in the philosophical and logical sta-
tus of theories used in psychiatry. He is the author of a trilogy of 
books (Humanizing Madness, Humanizing Psychiatry, and Human-
izing Psychiatrists) in which he takes on the task of developing a 
biocognitive model of mind and mental illness, which he sees as a 
replacement for the 19th century ideologies of psychoanalysis, be-
haviorism, and biological psychiatry. His most recent publication is 
Anxiety: The Inside Story.

Dr McLaren has long argued that psychiatry lacks a formal 
model or theory of mental disorder and that the current practice 
of psychiatry lacks scientific standing. He has criticized the ethos 
of biological reductionism, which sees mental disorders as brain 
disorders. While he is an acerbic critic of mainstream psychiatry, 
his criticisms are driven by a passionate desire to see psychiatry 
evolve into a philosophically and scientifically mature discipline. 
Largely ignored by mainstream psychiatry, his critical writings 
have amassed a significant worldwide readership. I may disagree 
with his views, but it is my fervent belief that psychiatry has 
much to gain by engaging with thoughtful critics like Dr McLaren.

AWAIS AFTAB, MD: Since not all read-
ers will be familiar with your body 
of writings, perhaps you could begin 
by summarizing your views on what 
ails psychiatry?

NIALL MCLAREN, MBBS, FRANZCP: There 
is a great deal that ails psychiatry—
over-diagnosis, over-treatment, mis-
allocation of resources, consistent 
breaches of patients’ fundamental 
human rights, and so forth—and 
they all go back to the one problem: 
mainstream psychiatry lacks a sci-
entific framework. It is not a science 
because it does not have an articu-
lated, publicly available model of its 
field capable of generating testable 
predictions. Everybody thinks there 
is a model, called the biological or 
medical model of mental disorder, 
but it does not exist. It is like the 
phantom biopsychosocial model at-
tributed to George Engel: He argued 
for the need for such a model, but he 
did not actually present one. Every-
body thinks he did, he talked as 
though he did, but he didn’t. 

A model needs to be set out as a 

series of internally consistent propo-
sitions that generate an empirical re-
search program. Psychiatry does not 
have one, because we do not have a 
concept of the nature of mental dis-
order. This is not just our fault; it de-
rives from the larger philosophical 
problem that there is not an accepted 
model of normal mind. When the 
psychoanalytic or psychodynamic 
models of mind were shown to be 
non-scientific, psychiatry retreated 
to the biological corner thinking it 
could save us, but nobody has ever 
shown that we can explain the mind 
in brain terms. Nor will they ever do 
it.1 

AFTAB: Earlier in your career, while 
you worked in the remote Kimber-
ley Region of Western Australia for 
six years, you may have been the 
world’s most isolated psychiatrist. 
Did that experience have any bear-
ing on your subsequent approach to 
psychiatry? It certainly fits in with 
your highly original ideas, and your 
intellectual journal appears to have 
been a largely isolated one as well. 

MCLAREN: Part of the reason I left 
Perth to go north was because of the 
covert hostility of the psychiatric es-
tablishment in that very isolated city 
to anything that questioned what 
they were doing. I had enrolled in a 
PhD jointly with the department of 
philosophy, applying the philosophy 
of science to psychiatry. But there 
was no interest in psychiatry in any-
thing that challenged their core be-
liefs, so I thought I would move. 
However, I knew it would not be any 
different in any other city, so I de-
cided on a complete change rather 
than half a change. 

I went there because I could al-
ready tolerate isolation (overwhelm-
ingly, psychiatrists cannot). And I 
very quickly learned that most of 
what I had been taught simply was 
not correct, even at the most practi-
cal levels. For example, in that 
fiendishly hot climate with punish-
ing levels of humidity, it is not pos-
sible to use lithium or drugs that 
suppress sweating. So I learned to 
do without them. Electroconvulsive 
therapy  was not available, so I man-
aged without it. More important, 
what was regarded as schizophrenia 
in Aboriginal people actually 
wasn’t. If they were simply watched 
for a while, most of them got better 
with very little medication. Howev-
er, if they were put on depot antipsy-
chotics, they quickly got worse, 
which led to more drugs, which 
made them worse again, and they 
did not recover.  

AFTAB: You have commented on how 
the current practice of psychiatry 
tends to ignore personality disor-
ders, and the notion of personality 
dysfunction as a cause of psychiatric 

syndromes (former axis I) such as 
major depression is largely dis-
counted. This is consistent with my 
clinical experience as well. For in-
stance, psychiatry recognizes that 
individuals with personality disor-
ders are more likely to have treat-
ment resistant depression, yet the 
treatment algorithms for treatment 
resistant depression do not really 
take that into account. And, in prac-
tice, that leads to aggressive phar-
macotherapy. Does this help explain 
why treatment resistance appears to 
be the rule rather than the exception 
in clinical settings?    

MCLAREN: The more I go on, the 
more convinced I become of the 
maxim, “Personality is everything.” 
Modern psychiatry has forgotten 
personality disorder. Forty years 
ago, people who qualified for the 
label were offered only brief psy-
chotherapy and crisis support, be-
cause that is all that worked. Long-
term medication was not seen as an 
appropriate strategy. So, people 
with neurotic depression, which 
was actually reactive depression in 
a neurotic or vulnerable personality, 
were rarely offered antidepressants. 
This meant they did not have lots of 
toxic drugs lying around when the 
next crisis led to an impulsive over-
dose. Now these patients are rela-
beled with major depression, bipo-
lar disorder, attention deficit 
hyperactivity disorder, or autism 
spectrum disorder, and then they 
are given lots of powerful drugs 

with a huge raft of disabling side ef-
fects and they don’t get better. They 
go in and out of hospital, and noth-
ing changes because treatment is 
misdirected. In psychiatry, person-

There is a great deal that ails 
psychiatry—over-diagnosis, over-

treatment, misallocation of resources, 
consistent breaches of patients’ fundamental human 
rights, and so forth.
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ality is everything. Ignore it at your 
patient’s peril. 

AFTAB: If I were to try to capture the 
essence of the biocognitive model in 
a sentence, I would say: Mental dis-
orders are psychological disorders 
created by information processing 
feedback loops gone awry in biolog-
ically intact brains. Is this a fair 
characterization? How would you 
succinctly describe the biocognitive 
model?

MCLAREN: That is indeed a fair char-
acterization. The essence of the 
model is that self-reinforcing pro-
cessing disorders can arise in per-
fectly healthy brains and, in the 
overwhelming majority of cases, 
that is exactly what happens. A 
small problem starts, then gets 
worse, then it causes further compli-
cations, then the person tries to rec-
tify it—often by self-destructive 
means such as drinking or social 
isolation, which results in more 
complications, and so it goes. This 
isn’t rocket science, it is essentially 
chaos theory with a human face. 

AFTAB: If your biocognitive frame-
work for understanding mental dis-
orders is correct, then why should 
psychiatry be seen as a medical spe-
cialty? If there is no underlying bio-
logical dysfunction, then why are 
physicians better qualified (than say, 
psychologists) to take primary own-
ership of the diagnosis and treat-
ment of psychological disorders?

MCLAREN: This is a very important 
question. We could abolish psychia-
try today but by early next week we 
would have to reinvent it  because 
humans are minds and bodies, not 
mindless bodies. I tell medical stu-
dents and residents that they have to 
take a medical history and be pre-
pared to examine the patient be-
cause if they do not, the next person 
to do so may well be the pathologist. 
Anxiety, for example, affects every 
part of the body, from the scalp (pi-
loerection) to the soles of the feet 
(sweating), and we have to sort 
through what’s what. Only an expe-
rienced medical practitioner can do 
that, and the more experience you 
have, the better. 

Only yesterday morning, I had to 
deal with a young woman with ab-
dominal symptoms, dismissed as 

psychosomatic by the hospital. In 
fact, she had severe colonic dysfunc-
tion and impaction due to the mas-
sive doses of drugs she was pre-
scribed. The last patient for the day 
was a young man with frontal brain 
damage, severe anxiety, and intrac-
table headaches who limped be-
cause of severe cellulitis of both 
legs. The last thing he wanted was to 
go to hospital because they invari-
ably would dismiss him as mad. We 
are doctors, and when everybody 
else does not want to know the pa-
tient, we still care. Clinical neuro-
scientists? What grandiose, narcis-
sistic rubbish. 

AFTAB: Would you consider your bio-
cognitive model of mental disorder 
to be scientific in nature or philo-
sophical? If you consider it to be 
scientific, what makes it scientific? 
The model relies heavily on philo-
sophical ideas of David Chalmers, 
PhD, and Alan Turning, PhD, and I 
am not entirely sure if it makes any 
falsifiable predictions. (And if the 
biocognitive model is indeed pri-
marily philosophical, then how does 
it help psychiatry become a more 
scientific specialty?)

MCLAREN:  How much space do I 
have? It is a dualist model, so in that 
sense, it is primarily a philosophical 
model, staking out a particular onto-
logical stance.  However, it is not 
substance dualism, because that on-
ly goes into an infinite regress, so it 
is nonscientific. It is scientific in the 

sense that it starts with a set of axi-
oms that sit firmly within the frame-
work of current scientific thinking.  
I am working on a mathematical 
derivation of an emergent informa-
tional model of mind, the mind as an 
informational space. This is not 
easy—I am not a mathematician—
so I struggle through texts such as 
George Boole’s Laws of Thought. 2 

He showed how we could use a du-
al-valued or binary algebra (now 
known as Boolean algebra) to dupli-
cate the processes of reasoning, out 
of which came the entire informa-
tional revolution of the 20th century. 

OK, so reasoning is the easy part, 
the low-hanging fruit of a data-pro-
cessing model of mind. Now we 
move onto what Chalmers has 
called the hard problem of con-
sciousness sensory experience. 
Chalmers argues that the mind aris-
es from, or supervenes upon, the 
brain by rational processes governed 
by laws of supervenience that we 
can determine. I am working on the 
case that his laws of supervenience 
are, in fact, no more than Boole’s 
Laws of Thought. This is really in-

teresting; this is the future of psychi-
atry, especially when we have just 
been told what I had warned 27 
years ago—that biological psychia-
try has limits3 and it cannot tell us all 
we need to know about mental dis-
order. This is what residents and 
young psychiatrists should be look-
ing at, not wondering whether a big-
ger genome-wide association study 

will give the answers. It won’t.4,5 As 
for refutable predictions, here’s one: 
Nobody will ever find anything in 
the brain that could conceivably ac-
count for a single mental disorder.

AFTAB: You have also been a critic of 
the psychiatric publishing industry. 
One of your arguments is that psy-
chiatric journals do not have a de-
clared model of mental disorder. In 
Humanizing Psychiatry, you wrote: 
“Of the major, English language 
journals of general psychiatry still in 
print, not one nominates a model of 
mental disorder in its instructions to 
authors.”6 and “Currently, no psychi-
atric journal in the world meets min-
imum criteria for a journal of scien-
tific record. Of 28 prestigious 
journals reviewed, not one defined 
the model of mental disorder that 
guides its publications policy.”6 I do 
not know if journals in other fields 
of medicine would stand up to this 
sort of scrutiny. For instance, I do 
not think neurology journals (like 
Neurology) or general medicine 
journals (like the Journal of the 
American Medical Association or 
New England Journal of Medicine) 
endorse any particular model in 
their instructions to authors.

MCLAREN:  The simple answer is that 
mainstream medical journals do not 
make any claims above and beyond 
the established limits of reduction-
ism, so they all meet the criterion. 
For them, it works because they 
very carefully stick to the fields for 
which it was designed. Reduction-
ism works fine if you are peering 

“There is always going to be a social element in the 
definition of disorder; however, we need to pull back 

from the notion of imperial psychiatry unlimited, 
which remorselessly encroaches on normality.”
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down a microscope at a nephron or 
squirting antibiotics into an IV line. 
It is only when we move beyond the 
narrow confines of physical medi-
cine and try to throw a reductionist 
net over irreducible phenomena 
such as language, emotions, and so 
on that we run into trouble. Psychia-
trists did not know that 40 years ago 
when they launched DSM-III, but 
they should have. Worse still, they 
painted themselves into a reduction-
ist corner without leaving them-
selves an escape route, and reduc-
tionism has failed. 

AFTAB: Does the biocognitive model 
offer any guidance regarding how to 
draw the boundary between disorder 
and normal? What makes a condi-
tion a “disorder”?

MCLAREN: There is always going to be 
a social element in the definition of 
disorder; we cannot escape it. How-
ever, we need to pull right back from 
the notion of imperial psychiatry un-
limited, which remorselessly en-
croaches on normality. I think what 
Allen Frances, MD, said in his con-
tribution to this series7 is absolutely 
correct: Life isn’t always a barrel of 
fun, but that’s not mental disorder. 
People recover from adversity; they 
are very resilient creatures. But 
when they cannot recover, when they 
become trapped in a self-reinforcing 
cycle of mental distress and social 
failure, then it becomes a disorder. 
This says that we cannot impose 
treatment on people just because 
they do strange things like hear voic-
es—as long as they are not damag-
ing themselves or anybody else. 

AFTAB: Academic work in philosophy 
of psychiatry has generated a lot of 
articles in recent years, why do you 
think they are not making the sort of 
contribution you feel psychiatry 
needs?

MCLAREN: This is true, there are such 
papers, but they are few and far be-
tween. Also, they are mostly pub-
lished by senior figures in psychia-
try who are deeply committed to the 
current paradigm, not young radi-
cals who want to analyze the para-
digm itself. These types of papers 
are tentative suggestions on how we 
can improve psychiatry without 
rocking the boat too much. 

I have never worked in academia; 

I spend all day, every day assessing 
and treating unselected public pa-
tients and then write my reports and 
research papers at night. I have no 
affiliations, but I have a breadth and 
depth of experience in psychiatry 
that academic psychiatrists can nev-
er have. I also have formal training 
in philosophy, and I think reduction-
ist biological psychiatry cannot be 
saved by a few cosmetic changes. It 
is doomed to fail, just because it 
does not have, and never can have, a 
heuristic model of mental disorder. I 
accept that, so I stand outside main-
stream psychiatry with a sledge-
hammer saying, “Let’s get on with 
wrecking this mess and start again.” 
Time will tell who is right, but when 
we look at how much money and ef-
fort has been spent on trying to 
build a science of biological psychi-
atry, you wonder why anybody 
bothered.

AFTAB: Any words of advice for 
younger psychiatrists?

MCLAREN: Yes, I have, and thank you 
for asking. My advice is this: Get 
out of the echo chamber of modern 
psychiatry. Get out of the huge, lux-
urious inner-city hospitals where ac-
ademics live in a permanent intellec-
tual bubble. Challenge everything 
you are told, and insist the profes-
sors answer your criticisms. Go out 
into the real world; work in prisons, 
in run-down towns with high unem-
ployment or with refugees or in re-
mote areas. Go overseas or into un-
derprivileged parts of your own 
country. And that is how you learn 
about real psychiatry. Oscar Wilde 
said, “An idea that is not dangerous 
is unworthy of being called an idea 
at all.” I firmly believe that. 

AFTAB: Thank you!
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S Dear Provider

Richard M. Berlin, MD

My parents named me Richard just because

they liked the name, clueless about how fast

King Richard the Lionhearted could become

Little Dick when a Jersey bully taunted me.

And I felt taunted today when I read Dear Provider

in a letter from a health care company.

Provider is a fine word, and I’ve always felt proud

to provide for my family, but the company

doesn’t know guys from Jersey are sensitive,

that I felt devalued, my hard earned Doctor

mixed into an alphabet soup of colleagues

from scores of disciplines who share patient care 

The company’s game: blend us together,

pay everyone less, and increase profits 

which is precisely what I provide for them.

Right now, I’ll ignore the bully’s insult,

let them know Dear Doctor will be fine next time.

But call me Dear Provider again and it’s a Jersey

street fight with a doctor who can be a real dick. ❒

Dr Berlin i s  I n s t r u c t o r  i n  Ps y c h i a t r y ,  U n i v e r s i t y  o f  
M a s s a c h u s e t t s  M e d i c a l  S c h o o l ,  W o r c e s t e r ,  M A .
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» Jessica Lipschitz, MD, and John 
Torous, MD

W e have all been there. In an 
idle moment, you instinc-
tively reach for your smart-

phone to browse your social media 
feed. The goal is simple: an easy dis-
traction. But the effect is sometimes 
complicated. Many of us enjoy social 
media to stay connected with friends, 
family, colleagues, or groups of indi-
viduals with similar interests, but 
there is inherently an ugly side too. 
That side where you see something—
the perfect family photo, the vacation 
picture, the promotion of a work ac-
complishment—and think, “I wish 
that were me,” can have negative 
mental health effects.

These double-sided reactions to 
social media are critical to under-
stand given the high rates of exposure 
so many people around the globe 
have to social media each day. In 
2018, average daily social media use 
among internet users worldwide was 
2 hours and 16 minutes.1 And, while 
user retention for most apps over the 
first 90 days is estimated between 
10% and 30%, many social media 
apps have retention rates ranging 
from 60% to 98%.2,3 But are they 
good for us or are they just addictive? 
Perhaps they are the social-emotional 
equivalent of eating fast food every 
day for lunch.

Several lines of research may be 
relevant in answering this question. 
For example, social comparison the-
ory would have us speculate that 
when we are offered highly curated 
pictures of other people’s lives, we 
tend to feel worse about our own.4 
Similarly, mindfulness, or focusing 
on the present moment on purpose 
without judgement, has been found 
time and time again to be linked to 
emotional wellbeing. To the extent 
that social medial calls for a focus on 
documenting our most precious mo-
ments rather than living them, we 
might expect that users focused on 
posting pictures or videos of these 
moments may be a little less present 
in those moments.

The difficulty in answering this 
question is that most of the studies 
evaluating the social and emotional 
impact of social media have been 
cross-sectional. They only look at 

one point rather than how engaging 
with social media affects users over 
time. From cross sectional studies, 
we know some things. For example, 
more than 1 hour of screen time daily 
has been associated with worse psy-
chological well-being (Figure).5 
Findings from another large national 
study of young adult social media us-
ers indicates that those who used a 
large number of platforms (7 to 11 
different social media platforms) 
were 3 times more likely to have 
symptoms consistent with a mood or 
anxiety disorder.6

The challenge of these studies is 
that they do not tell us whether use of 
social media makes people unhappy. 
Cross-sectional studies focus on de-
scribing patterns observed (for ex-
ample, that individuals with high 
amounts of screen time or who use 
more platforms are more often un-
happy), but not why those patterns 
are observed. From these findings 
two different scenarios are entirely 
possible. First, it may be that people 
who are more depressed use social 
media more often in an attempt to 
feel better. Second, it may be that 
people who use social media more 
often become more depressed be-
cause they are less mindful in their 
day-to-day lives or are more engaged 
in destructive social comparison 
practices. Either explanation, and 
may others, could be true. A 2019 
study analyzed cross sectional data 
from over 350,000 youths about their 
well-being and digital technology 
use. The researchers concluded that 
the actual negative effects could be 
much smaller than projected (0.4%).7

A study from 2018 looked beyond 
cross-sectional data.8 The researchers 
recruited 200 students: 100 were as-
signed to an app-based intervention 
intended to reduce use of social net-
working apps; the other 100 were not 
assigned an intervention. The app in-
cluded education on the use of social 
networking and allowed students to 
create limits on how often they could 
use smartphone social networking 
platforms. The results showed that 
among students who received the in-
tervention, use of online social net-
working platforms as well as symp-
toms of depression and anxiety 
decreased. Conversely, the group that 
did not receive the intervention 
showed no difference in the use of on-

line social networking platforms or in 
symptoms of depression or anxiety.

The tentative conclusion from this 
study: less social media use im-
proved emotional health. As scien-
tists, we have to point out that this 
study was far from perfect. Most no-
tably, there was no comparison be-
tween the intervention and control 
group—which is a key aspect of es-
tablishing what caused the observed 
changes. Also, while the authors re-
ported that the only criteria for par-
ticipation was being a student at the 
host university, they imply that the 
study recruited participants who per-
ceived their use of online social net-
working to be an addiction. If par-
ticipation was skewed toward people 
who viewed their use of online social 
media negatively, that alone could 
certainly explain results. The bottom 
line is that we will need replication of 
these kinds of longitudinal studies to 
draw any firm conclusions. Nonethe-
less this study represents a promising 
step toward understanding the im-
pact of social media.

So, is social media your best bet 
for a relaxing way to pass time be-
tween meetings or on your morning 
bus ride? Should parents allow their 

impressionable teenagers to use so-
cial media? We will certainly need 
more studies to answer this question. 
But it is looking more and more like 
the answer may be that social media 
is not particularly beneficial for most 
of us.

Dr Lipschitz is Associate Director, 
Brigham and Women’s Hospital 
Digital Behavioral Health and 
Informatics Research Program, 
Boston, MA. Dr Torous is Director of 
Digital Psychiatry, Beth Israel 
Deaconess Medical Center, Boston, 
and Chair, American Psychiatric 
Association, Health Information 
Technology Committee.
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Figure. Relative risk in the last 12 months among 14- to 
17-year-old  high users of screens (7+ hours/day versus 
low users of 1 hour/day)5 
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introduced. Initially, John refused the injectable antipsychotic saying that he can take oral medica-
tions. Over the next 2 weeks, his family noticed that only part of his medication was taken and, 
when looking over the number of tablets, it appeared that John was taking about half of his medi-
cation. His clinician told him that if inconsistent adherence to treatment continues, the symptoms 
likely will not get better and could get worse. If the symptoms and his thinking get worse, he may 
need to be hospitalized.
 The option of a LAI was reintroduced. Although John was seemingly reluctant, he was con-
vinced by the treatment team and agreed to give the LAI a try for the next few months. His family 
whole-heartedly supported the LAI option knowing that this option would eliminate gaps in his 
pharmacotherapy.

Understanding Long-Acting 
Injectable Antipsychotics for 
Better Treatment Adherence

Schizophrenia & Psychosis

Michael W. Jann, PharmD

P
atient nonadherence to long-term antipsychotic therapy 
presents clinicians with unique unmet needs but also op-
portunities for promoting the realistic benefits of consis-
tent treatment. According to the World Health Organiza-

tion, adherence is defined as “the extent to which a person’s 
behavior—taking medication, following a special diet, and/or 
executing lifestyle changes, corresponds with agreed recommen-
dations from a health care provider.” However, nonadherence 
typically implies a situation in which a patient cannot follow a 
specific medication regimen. Both adherence and nonadherence 
can be imprecise terms in a patient’s clinical management where 
the lack of a defined threshold exists. Clinicians who prescribe 
oral antipsychotics may overestimate adherence and underesti-
mate nonadherence.

Dr Jann is Professor, Department of Pharmacotherapy, University of North 
Texas, System College of Pharmacy, UNT Health Sciences Center, Fort Worth, 
TX; he is the founder of Jann Medical Writing, LLC.
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Long-acting injectable (LAI) antipsychotics address 
both adherence and nonadherence issues. Fluphenazine 
enthate, a first-generation antipsychotic, became avail-
able as a LAI in the US in the 1960s; fluphenazine 
decanoate LAI became became available in the 
1970s; and haloperidol decanoate LAI became 
available in the 1980s.

The first second-generation antipsychotic LAI, 
risperidone microsphere, was FDA approved in 
2003. Only three other LAI second-generation an-
tipsychotics are currently available: olanzapine 
pamoate, paliperidone palmitate, and aripiprazole 
(available as monohydrate and lauroxil formula-
tions). Paliperidone palmitate has two formula-
tions for monthly or three-month injection inter-
vals. Aripiprazole lauroxil also has formulations 
that allows for monthly, a 6-week, or 8-week ad-
ministration intervals.

Formulation, pharmacokinetics, and 
dosing
The process to develop LAI antipsychotic formu-
lations represents significant technological chal-
lenges and opportunities. Based on their chemical 
structure, not all antipsychotics are available as a 
LAI formulation. LAI formulations impose their 
pharmacokinetic profiles, initial dosing require-
ments, storage conditions, and utilization methods 
as well as the ability to slowly release in the body 
over an extended time period.

LAI fluphenazine and haloperidol are basically 
esters that are dissolved in sesame oil. LAI sec-
ond-generation antipsychotics are aqueous prepa-
rations with different formulations. Only risperi-
done microspheres are given at 2-week intervals; 
the other LAI second-generation antipsychotics 
are administered from monthly to as long as every 
3 months (olanzapine pamoate microcrystals, pal-
iperidone palmitate Nanocrystals, and two aripip-
razole preparations: a lyophilized monohydrate 
and a prodrug approach with the N-acyloxymethyl 
molecule). These formulations account for their 
different pharmacokinetic profiles and dosing 
practices. The common thread is that the dosing 
interval is extended beyond daily oral dosing.

The key concept for LAI antipsychotics is that 
the time to reach steady-state conditions takes lon-
ger than an oral formulation as the drug is gradu-
ally released from the deltoid (also the gluteus 
maximus) muscle injection site. Because of this, 
oral antipsychotics are typically needed for about 
2 to 3 weeks when LAIs are started. However, 
there are exceptions:

1 Paliperidone palmitate dosing starts at 234 mg 
followed by a 156 mg second administration 

one week later and reaching therapeutic plasma 
concentrations within a few days.

2 Olanzapine pamoate reaches peak plasma 
concentration 2 to 4 days after injection with 

an elimination half-life of 2 to 4 weeks.

3 Aripiprazole lauroxil has a 1-day treatment 
initiation option where the patient can receive 

a single 662-mg aripiprazole lauroxil injection plus 
30-mg oral aripiprazole followed by either 441-mg 
or 882-mg aripiprazole lauroxil injection.

After initiation, LAI antipsychotics can be ad-
ministered monthly or every 4 weeks. Paliperi-

done palmitate can be given every 3 months, but 
only after the patient has been stabilized with the 
monthly formulation for at least 4 months—with 
the last two injections at the same dose. Monthly 
LAI aripiprazole lauroxil has two additional for-
mulations with administration every 6 or 8 weeks.

To provide further dosing flexibility for pa-
tients and providers, LAI antipsychotics can be 
administered +/- 1 week for the monthly dosing 
intervals allowing for possible changes in the pa-
tient’s appointment schedule. This also applies to 
the 3-month paliperidone palmitate preparation 
with a +/- 2-weeks for the every 3-months dosage 
schedule. (For more information on dosing, 
missed doses, and switching strategies see Sam-
tani et al.2 and Magnisson et al.3)

Summary of clinical studies
There is a large body of clinical studies on LAI sec-
ond-generation antipsychotics including those 
leading to regulatory agency approval as well as 
real-world studies. The latter study types provide 
clinicians with a comprehensive look at various 
clinical situations.

LAI second-generation antipsychotics are FDA 
approved for the acute and/or maintenance treat-
ment of schizophrenia. The LAI formulations have 
several additional indications: monthly paliperi-
done palmitate is FDA approved for schizoaffec-
tive disorder; risperidone and aripiprazole mono-
hydrate are FDA approved for bipolar disorder.

Clinical studies designed for regulatory agency 
review typically follow a specific design method-
ology. For example, patients are randomly as-
signed to a placebo control group and compared to 
one or more doses of the antipsychotic. LAI anti-
psychotic doses are usually fixed doses to accu-
rately determine the drug’s efficacy and safety 
profiles. The study duration for acute exacerbation 
of schizophrenia is about 12 weeks. The primary 
efficacy outcome measure uses the Positive and 
Negative Syndrome Scale (PANSS) where the to-
tal score decreases from baseline to the study end-
point and demonstrates a statistical significance 
from the placebo group.

The study design for a maintenance study with a 
LAI antipsychotic is more complex with two main 
phases in a trial: an open-label phase and a dou-
ble-blind phase. At a minimum, the open-label 
phase consists of different stages where patients are 
switched to the LAI formulation of the antipsychot-
ic being studies, and then to a tolerability phase. 
The next step is being stabilized on either the oral 
formulation or directly to a LAI antipsychotic (plus 
an oral dosing overlap if needed). The subsequent 
stage proceeds with LAI administration with the 
study agent with continued stabilization. These 
stages can last from 9 weeks up to 36 weeks de-
pending on study design. Finally, LAI second-gen-
eration antipsychotics are evaluated in a 52-week, 
double-blind, and placebo control phase.

The primary outcome measure is the time for 
patient relapse. In the monthly paliperidone pal-
mitate study, relapse was defined as hospitaliza-
tion, an increase in total PANSS or an increase on 
any specified PANSS item (eg, delusions) for two 
consecutive assessments, and deliberate self-inju-
ry or aggressive behavior and suicidal or homicid-
al ideation deemed significant by the clinician.4

For the 400 mg aripiprazole monthly dose 
study, the primary outcome was time to relapse of 
psychotic symptoms and/or impending relapse de-
fined as any or all 4 criteria on the Clinical Global 
Impression Scale (CGIS), risk of suicide as de-
fined by the CGIS, an increase on any individual 
PANSS item (eg, hallucinatory behavior), hospi-
talization, or violent behavior.5

The study design was similar for the 3-month 
paliperidone palmitate preparation; however, the 
trial consisted of the monthly formulation (transi-
tional phase) followed by one injection of the 
3-month formulation (maintenance phase), and 
finally the double-blind, placebo-controlled 
phase.6 The primary outcome was relapse where 
relapse rates and time to first relapse were calcu-
lated. Relapse was defined as hospitalization, an 
increase level of care, an increase of 25% in the 
total PANSS score, or an increase of 10 points if 
the baseline total PANSS was less than 40. Clini-
cal situations such as deliberate self-injury, suicid-
al or homicidal ideations, violent behavior or 
property damage, or a change in the CGIS score to 
6 or 7 were also included in the relapse criteria.

These complex study designs are necessary to 
establish objective and subjective patient stability 
prior to the testing conducted in the double-blind, 
placebo-control phase. Therefore, when a relapse 
episode takes place, its occurrence is defined and 
scored by a binary process (eg, yes/no).

Each of the studies with monthly LAI sec-
ond-generation antipsychotics showed efficacy. 
Patients had significantly fewer (P < .05) re-
lapse and hospitalization rates. LAI antipsy-
chotics with a longer than monthly administra-
tion interval have unique qualities when 
undergoing efficacy analysis. The 3-month pal-

CLINICAL PEARLS

•  Long-acting injectable (LAI) second 
generation antipsychotics offer treating 
clinicians a viable option for the long-term 
management symptoms.

•  Patients often decline the offer of a LAI 
psychotropic at first, but this should not 
discourage clinicians from continuing the 
discussion at follow-up visits; patient 
adherence should be assessed at every 
visit.

•  LAI second-generation antipsychotics 
have been shown to be superior to 
placebo and oral antipsychotics in 
regulatory and real-world studies, 
respectively.1

•  The efficacy data of LAI first-generation 
and second-generation antipsychotics 
are similar, but their safety profiles differ 
based on pharmacologic properties.

•  Two LAI second-generation 
antipsychotics are available that can be 
given at greater than monthly intervals: 
paliperidone palmitate, aripiprazole 
lauroxil.
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iperidone palmitate clinical trial interim analy-
sis for delaying time to relapse was significant-
ly in favor of the active agent compared with 
placebo (P < .001) with the median time to re-
lapse of 274 days. The relapse rate for 3-month 
paliperidone palmitate compared with placebo 
group was substantially lower (9% versus 29%, 
respectively).

LAI first-generation versus second-
generation 
LAI risperidone was not available to providers un-
til 2003. Yet, the question of comparing a first-gen-
eration antipsychotics with a second-generation 
antipsychotic presented clinicians with an intrigu-
ing issue. For example, how to design a study that 

can equally compare a first-generation to a sec-
ond-generation antipsychotics. A double-blind 
clinical study (funded by Janssen, the manufactur-
er of risperidone) evaluated oral risperidone (mean 
[± SD] dose 4.9 ± 1.9 mg) versus oral haloperidol 
(mean dose 11.7 ± 5.0 mg).6 The study was under-
taken to examine relapse prevention in outpatients 
with schizophrenia or schizoaffective disorder (N 
= 397) with an extensive criteria defined for re-
lapse. The results indicated a higher relapse rate 
for haloperidol (risk ratio = 1.93, 95% CI = 1.33 
– 2.80, P < .001) versus risperidone.

Another study compared LAI risperidone with 
a psychiatrist’s choice of oral antipsychotics in 
unstable schizophrenia or schizoaffective disor-
der.7 A total of 382 patients were enrolled in the 
study and randomized to receive LAI risperidone 

or continue on their oral antipsychotic. The find-
ings indicate that LAI risperidone was not superior 
to the oral antipsychotics in preventing hospital-
izations rates (39% after 10.8 months versus 45% 
after 11.3 months (respectively), hazard ratio (HR) 
= 0.87, 95% CI = 0.63 - 1.20). Moreover, there 
were no significant differences in survival and 
health service use.

The ACLAIMS clinical trial compared 
1-month paliperidone palmitate with haloperidol 
decanoate in patients with schizophrenia or schi-
zoaffective disorder.8 The primary criteria for ef-
ficacy failure included psychiatric hospitaliza-
tion, need for crisis stabilization, increased 
frequency of outpatient visits, ongoing or repeat-
ed need for adjunctive oral antipsychotic medica-
tions, and several other reasons regarding transi-
tioning from previous oral to injectable 
antipsychotics. No statistically significant differ-
ences between 1-month paliperidone palmitate 
and haloperidol decanoate in efficacy failure (HR 
= 0.98, 95% C.I. = 0.65 – 1.47) were found, which 
indicates that the antipsychotics were equally ef-
fective in preventing relapse.

Taken together, the results of these comparative 
studies of first-generation versus second-genera-
tion antipsychotics are reasonable given their 
pharmacologic profiles for dopamine receptor 
subtype 2 antagonism. The addition of serotonin 
5-HT2A antagonism for risperidone and paliperi-
done is representative of most second-generation 
antipsychotics.

Examining and comparing safety 
profiles
The overall outcomes from the LAI second-gener-
ation antipsychotics studies found no new con-
cerns regarding safety information. The only ex-
ception where a LAI second-generation 
antipsychotic differs in the safety profile from its 
oral counterpart is olanzapine pamoate. Approved 
by the FDA in 2009, olanzapine pamoate has a 
warning regarding post-injection delirium seda-
tion syndrome, which occurs when the drug is in-
advertently administered into a blood vessel, 
which leads to rapid drug release. The resulting 
symptoms are delirium, ataxia, confusion, or al-
tered consciousness, thus the FDA requires that 

patients remain at their treatment facility for 3 
hours post-injection.

For second-generation LAI antipsychotic us-
age, after establishing tolerability with the corre-
sponding oral antipsychotic, the long-term safety 
monitoring should be ascertained using recom-
mended guidelines where available. Providers 
should exercise their clinical assessments balanc-
ing benefits versus risk especially when LAI sec-
ond-generation antipsychotics are prescribed. (For 
detailed information on adverse effects, the reader 
is referred elsewhere.9)

When treating with LAI second-generation 
antipsychotic, long-term monitoring is needed 
for metabolic syndrome, extrapyramidal effects 
(especially tardive dyskinesia), and hyperpro-
lactinemia. For metabolic syndrome guidelines 
include monitoring of weight, fasting blood glu-
cose, Hb1Ac, and lipid profiles at various treat-
ment intervals.10

Findings suggest a relatively low occurrence of 
akathisia with LAI second-generation compared 
with LAI first generation antipsychotics. The inci-
dence of akathisia was significantly greater for 
haloperidol decanoate compared with once-month-
ly paliperidone palmitate (10.6% versus 2.8% re-
spectively, P = .006).8 The incidence was compa-
rable to that of LAI aripiprazole lauroxil.11

A baseline Abnormal Involuntary Movement 
Scale (AIMS) exam is recommended before any 
antipsychotic medication is initiated; it should be 
repeated at least every 6 months with first-genera-
tion antipsychotics and annually with second-gen-
eration antipsychotics. Another safety difference 
reported in the clinical trial between haloperidol 
decanoate and 1-month paliperidone palmitate 
was the elevation of prolactin concentrations, but 
the incidence of sexual adverse effects, galactor-
rhea, and gynecomastia was not different.8

There were significant differences in serum pro-
lactin concentrations (mean, 95% CI) between halo-
peridol decanoate and 1-month paliperidone palmi-
tate in men (15.41 mg/L, 10.73 - 20.08 versus 34.56 
mg/L, 29.75 - 39.37; respectively, P < .001) and 
women (26.84 mg/L, 13.29 - 40.40 versus 75.19 
mg/L, 63.03 - 87.36; respectively, P < .001). Howev-
er, no clinical significant differences were found on 
sexual dysfunction scores (³ 19) using the Arizona 
Sexual Experiences scale in men (39.4% versus 
37.8%; respectively, P = .77) and women (73.1% 
versus 72.7%; respectively, P = .88).

Elevated prolactin levels are known to occur 
with risperidone and paliperidone, but the long-
term consequences remain to be elucidated. 
Prolactin levels remain relatively neutral with 
aripiprazole.

Communication strategies and 
considerations 
Theoretically, any patient needing long-term 
maintenance antipsychotic treatment is a candi-
date for LAI antipsychotics. A pro and con sum-
mary of antipsychotics versus oral antipsychotics 
is presented in the Table, which can help when 
discussing treatment decisions with patients. LAI 
second-generation antipsychotics are typically 
more expensive than oral antipsychotics.

The Case Vignette describes the initial chal-
lenges for treatment providers and the need to 

Table. Summary of the pros and cons of oral antipsychotics versus LAI 
antipsychotics

Criteria LAI antipsychotic Oral antipsychotic

Cost X

Adherence X

Consistent dosing X

Number of agents X

Efficacya X X

Safetyb X X

Ease of administration X

aEqual efficacy among all antipsychotics except clozapine.
bEqual safety profiles except the LAI olanzapine pamoate, which has a warning regarding post-injection delirium 
sedation syndrome.
LAI, long-acting injectable; X, favors.

“Long-acting injectable 
antipsychotics with a longer than 
monthly administration interval 

have unique qualities when 
undergoing efficacy analysis.”
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collaborate with the patient in offering a LAI 
antipsychotic. LAI second-generation antipsy-
chotics are preferred over first-generation anti-
psychotics because of fewer extrapyramidal 
adverse effects.12 There are advantages for LAI 
antipsychotics because the clinician has reliable 
information on how much medication was given 
during treatment. Moreover, patient adherence 
with oral antipsychotics can be overestimated 
and nonadherence underestimated by providers 
and caregivers.

Patients should be asked about adherence at ev-
ery visit in a respectful manner without placing 
blame on any missed doses. Patients often decline 
the first opportunity for LAI antipsychotics. This 
should not discourage providers, the treatment 
team, or family caregivers. Over time, understand-
ing and respecting the reasons for a patient’s non-
adherence assists in building trust with the patient 
and his or her family or caregivers. Although, 
there are no guarantees with LAI antipsychotics 
about adherence— the patient may miss an ap-
pointment—clinicians have time to work with the 
patient on adherence.

After establishing initial tolerability with an 
oral antipsychotic that is available in a LAI prepa-
ration, the patient can be successfully transitioned. 
The efficacy of LAI antipsychotics are at least as 
comparable to the oral antipsychotics. Recent re-
al-world designed large studies comparing LAI 
antipsychotics to oral antipsychotics demonstrat-
ed superiority of the injectable medications in pre-
venting hospitalizations or relapse.1,13

Summary
LAI antipsychotics have been available to pro-
viders for more than 40 years yet they appears to 
be underutilized. LAI second-generation anti-
psychotics have been well-studied in clinical sit-
uations and in regulatory trials their adverse ef-
fects are well understood. LAI antipsychotics 
offer providers a viable option to help with med-
ication adherence and reduce any potential gaps 
in treatment.
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you may apply online at www.caromonthealth.org or contact  

Tiffany Roper, Provider Recruiter, CaroMont Health  
2315 Court Drive, Gastonia, NC  28054 

Telephone:  704-834-2153, Fax:  704-834-4615 
E-mail:  tiffany.roper@caromonthealth.org 
Sorry, no J-1 Visa opportunities available. 
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• Join the largest and most dynamic 
mental health department in  
the country

• Multiple avenues for advancement 
and professional development

• Flexible work schedules 

• Unparalleled work-life balance

• Highly competitive benefits

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

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

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

Visit:
Psychiatristjobs.la

Our 
Work 
Matters

Make a difference  
for those who  
need it the most.

 

 

 

Benefits: 
 

• Salary Range: $195,263- $268,311. 
• Psychiatrist Loan Repayment Program offering up to 

$150,000 over 5 years. 
• Flexible work schedules. Private practice permitted. 
• Tele-psychiatry positions available at our VTC Suites, 

including Long Island, Rockland, and NYC locations. 
• Optional paid on-call duty at the hospital. 
• Opportunities for academic affiliation with SUNY           

Upstate, Division of Forensic Psychiatry. 
• Generous benefits and retirement package. 
• Relocation assistance. 
• Robust continuing medical education opportunities.  
• Satellite Units located throughout NYS, within       

commuting distance of most major cities.            

For more information, contact Melinda 
Carey, HR Specialist, at 315-765-3360 or 

Melinda.Carey@omh.ny.gov 

Hope. Recovery. Resilience. 

Seeking Psychiatrists!  

New York is the State of Opportunity™! Join 
our excellent team of  psychiatrists and nurse     
practitioners delivering compassionate care for 
patients involved in the justice system through 
a multidisciplinary model. Central New York       
Psychiatric Center is a dynamic organization 
that provides comprehensive, evidence-based 
mental health services through a continuum of 
care in our inpatient hospital and statewide  
correctional facilities and is accredited by The 
Joint Commission. 



PSYCHIATRISTS

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

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

INPATIENT · OUTPATIENT

FIND YOUR  
CAREER  
BALANCE IN  
CALIFORNIA

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

In return for your efforts, we offer:
• 40-hour workweek with flexible schedules, including 4/10s
• Generous paid time off and holiday schedule
• 401(k) and 457 plans (tax defer up to $39,000 - $52,000 per year)
• State of California retirement that vests in five years
• $10,000 Thank You Bonus to professionals newly hired with the State of California 
• Relocation assistance available to professionals newly hired with the  

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

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

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

Visit us at APA Annual Meeting 

Booth #646

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)

Psychiatrist – Medical Director 
Full or Part-Time

SSTAR in Fall River, MA is seeking psychiatrist(s) 
to join our treatment and leadership team.

SSTAR is a non-pro�t healthcare agency with 
an international reputation as a leader in the 
provision of integrated primary care, mental 
health, and substance disorder treatment as 

well as being a designated site for NIDA-funded 
research on addiction. SSTAR is a Certi�ed 
Community Behavioral Health Clinic with 
SAMHSA-funded opportunities for service 
innovation, including technology supports 

for wellness and recovery, and acupuncture. 
Fall River is one hour south of Boston, MA a 
half hour from Providence, RI and 45 minutes 
from Cape Cod, MA. We are a designated 
site for state/federal health professional 

loan repayment programs.  

For more information visit
www.sstar.org or 

email lmachado@sstar.org



Senior Vice President and Chief of Staff, The Menninger Clinic

Vice Chair, Menninger Department of Psychiatry and 
Behavioral Sciences, Baylor College of Medicine

As Chief of Staff at The Menninger Clinic, you will be a key member of 
the executive leadership team and play a vital role in propelling 
Menninger toward its 100th anniversary in 2025 and beyond.  As Vice 
Chair of the Department, you will be a member of the Executive 
Committee, led by the Chairman of the Department and a leader in 
the overall clinical, research, and educational missions of the 
Department. This is an exciting opportunity for a dynamic, 
experienced physician executive to join the leadership team at a 
growing, high-calibre mental health system. 

The Menninger Clinic (www.menningerclinic.org), under the new 
leadership of Armando E. Colombo, is one of the nation’s premier 
mental health care providers with an outstanding environment of care 
and expanding continuum of services.  Menninger is the private 
psychiatric teaching hospital for BCM (www.bcm.edu), a leading 
academic health science institution known for excellence in education, 
research, health care and community service. 

Position Summary and Responsibilities: 
The Chief of Staff is the principal medical and clinical authority at 
Menninger, over all the departments, services and sections of the 
Medical Staff. The Chief of Staff leads the direction and oversight of 
medical and psychological care, as well as teaching, continuing 
education and research activities. The Vice Chair collaborates with 
others and engages in scholarly work as reflected in publications and 
invited presentations. 

Position Qualifications: 
Applicants qualified for Associate Professor or Professor academic 
ranks will be considered.  Must have an MD or DO degree with 
completion of an approved residency in general psychiatry and board 
certification in psychiatry.  Must hold or be able to obtain a current 
license to practice medicine in the state of Texas.  Minimum of seven 
years in clinical practice, administration of complex clinical programs/
medical organizations and demonstrated competency in supervision 
of medical and clinical professionals. Requires prior experience as a 
senior medical executive in an academic department of psychiatry. 
Applicants must have depth of management experience and 
knowledge in areas of leadership, communication, rationality and 
accountability, delegated authority, performance, effectiveness, 
participatory management, and financial management.  Preferred: 
Maintains a national reputation of psychiatric excellence and is 
acknowledged as an industry leader. 

Baylor College of Medicine is an Equal Opportunity/Affirmative Action/
Equal Access Employer.

 Interested Applicants: 
Please apply online at www.bcm.edu in the faculty careers 

section (direct link to posting https://bit.ly/37wnqVr),  
and provide a brief cover letter and CV to:

 Wayne K. Goodman, MD 
Professor & Chair, Menninger Department  

of Psychiatry & Behavioral Sciences

Baylor College of Medicine 
One Baylor Plaza; MS: BCM350 

Houston, TX 77030

wayne.goodman@bcm.edu

UMass Medical School

UMass Memorial Health Care

UMass Memorial Health Care and the University of 
Massachusetts Medical School currently have openings 

within the Department of Psychiatry.
The Department of Psychiatry is a national leader in public sector psychiatry, child 
and adolescent psychiatry, neuropsychiatry, biological psychiatry, psychosocial 
rehabilitation, women’s mental health, and addiction psychiatry. We integrate our 
clinical, research, teaching and community partnership activities to help individuals 
and families transform their lives through recovery from mental illness and 
addiction. We are particularly interested in having Faculty join our Department 
who are motivated for a career in clinical research. We are the largest provider of 
psychiatric services in central Massachusetts, with over 400 faculty members and 
12 hospitals and community mental health centers. 

Our residency program trains 7 residents per year, including general psychiatry 
and specialty tracks for combined adult and child psychiatry and combined 
neurology. We offer fellowships in Child and Adolescent Psychiatry, Addiction 
Psychiatry, Forensic Psychiatry, Neuropsychiatry, and Adult Developmental 
Disabilities. Interested candidates should send their curriculum vitae addressed to 
Dr. Sheldon Benjamin. 

Facility Medical Director (Cape Cod and Islands Mental Health Center, Pocasset, 
MA): Provides administrative and clinical oversight for the DMH- 

operated and contracted state hospital and community support  
programs. Clinical Care in our Partial Hospital program.

Full-Time Inpatient Psychiatrist (Cape Cod and Islands Mental Health Center, 
Pocasset, MA): Work closely with two psychiatric APRNs,  

a consulting internist, and a multidisciplinary team.

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

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

Full-Time Psychiatrist (Corrigan Mental Health Center, Fall River, MA): 
Outpatient and partial hospital services, as well as coverage of a 16-bed inpatient unit.

Inpatient Psychiatrist (Worcester Recovery Center and Hospital, Worcester, MA): 
Be part of a person centered, recovery oriented multidisciplinary team that strives to 

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

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

marie.hobart@umassmed.edu 
Geoffrey Bottone - geoffrey.bottone@umassmed.edu.

Interested applicants should apply directly at www.academicjobsonline.org 
(J-1 and H-1B candidates are welcome to apply)

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

development efforts serving >22,000 individuals each year.

Medical Director (Adult Outpatient Psychiatry, Worcester, MA):  
Clinical Academic oversight of a new 38-office outpatient teaching clinic 

Medical Director (Adult Inpatient Psychiatry, PTRC, Worcester, MA):  
Provide psychiatric and medical supervision and direction to mental  

health and substance abuse services to a 26-bed locked unit. 

Adult Outpatient Attending Psychiatrist (CHL, Worcester, MA): Outpatient clinic 
in Worcester serving a diverse population with mental health and substance use 

disorders.

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

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

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

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

Jessica.Saintelus@umassmemorial.org

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

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

Realize Your Dream 

Looking for the Freedom & Flexibility 
Private Practice

Choose your own 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 

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

 

 
www.scvmc.org 

www.sccmhd.org 
PSYCHIATRIST

$278,780.51 - $339,622.40 annually 
7 weeks of annual leave 

Full benefits & retirement 
(Above annual salary includes 

additional pay for Board Certification 
and Acute Settings)

Santa Clara Valley Health and 
Hospital System, a public healthcare 

system in the heart of Silicon Valley, is 

seeking BE/BC psychiatrists & PGY-
III/IVs for a variety of clinical settings, 

including emergency psychiatric 
services, inpatient psychiatric services, 

outpatient behavioral health clinics, 
and custody health programs. 
Opportunities for additional 

moonlighting also exist within our 
healthcare system.

As the largest public health care system 
in northern California, we offer 

comprehensive healthcare resources to 
a large and diverse patient population. 
Psychiatrists are part of a robust team 
of staff that work in collaboration with 

other medical specialties to provide 
integrated health care to patients.

Psychiatrists are eligible for numerous 
benefits including 7 weeks of annual 

leave, 1 week of educational leave, 12 
holidays, $4500 educational funds, 
health benefits, life insurance and 

CalPERS retirement plan.

If you are interested in working in a 
dynamic and collegial work 

environment, please submit a CV and 
letter of interest directly to:

Dr. Tiffany Ho 
Behavioral Health Medical Director 

tiffany.ho@hhs.sccgov.org 
(408) 885-5767 

The County of Santa Clara is an Equal 
Opportunity Employer

 
 

 
BE or BC psychiatrist needed. 

Following locations have immediate 
openings:

• San Jose, CA: Schedule: 40hrs per 

week. Pay Rate: $291,200 - $364,000 
per year! Excellent Benefits.  
• San Jose, CA: Schedule: 8-20 hours 
per week; Pay Rate: $140 - $175/hour 
(Employee); $183 - $225/hour 
(Contractor)   
• Belmont, CA: Schedule: 24 hours 
per week; Pay Rate: $140 - $158/hour 
(Employee); $183 - $205/hour 
(Contractor)   
• Sacramento, CA: Schedule: 16 hours 
per week; Pay Rate: $140 - $165/hour 
(Employee); $185 - $205/hour 
(Contractor)  
• Modesto/Ceres, CA: Schedule: 
Weekends; Pay Rate: $140 - $165/hour 
(Employee); $185 - $205/hour 
(Contractor)   
• 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 
 

 
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 

Top Leading Locum Psychiatrist Services
Please call to ask for details

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

Visit: www.imperiallocum.com

New York
$200 - $350 Plus/hr.Psychiatrist

All NYC & Upstate NY Locations Available

California
$250 Plus/hr.

$280 - $290/hr.

$185 – $265/hr.

$200/hr.

$180-$225/hr.

California Correctional Facilities

Department of the State Hospitals

LA-DMH & LA County Jail

Tulare County Adult Jail

Tele-Psychiatry

3 9

Ref. Bonus/Signing Bonus up to 2k/3k (Certain Rules Apply)
Free Direct Deposit

$150-$255/hr.

$65-$110/hr.

Medical Doctors

NP / PA

MEMBER OF
National Association of  
Physician Recruiters

Geriatric Psychiatrist 
Cambridge Health Alliance (CHA)

Cambridge Health Alliance (CHA), a well-respected, nationally recognized 
and award-winning public healthcare system is seeking part-time or full-
time Geriatric Psychiatrist. Our system is comprised of three hospital 
campuses and an integrated network of both primary and specialty 
outpatient care practices in Cambridge, Somerville and Boston’s Metro 
North Region.

•  Ideal opportunity for candidates interested psychiatric care serving the 
local community and provide high quality care to underserved and 
diverse patient population.

•  Fully integrated electronic medical record (EPIC) is utilized.

•  Our Psychiatry service comprises of award-winning training program in 
Geriatric Psychiatry.

•  CHA is a teaching affiliate of Harvard Medical School (HMS) and academic 
appointments are available commensurate with medical school criteria.

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

Candidates must be BE or BC in Psychiatry and possess strong clinical skills, 
commitment to public health populations and have an interest in 
collaborating with multi-disciplinary team. 

Please visit www.CHAproviders.org to learn more and apply through our 
secure candidate portal.  CVs may be sent directly to Melissa Kelley, CHA 
Provider Recruiter via email at providerrecruitment@challiance.org. CHA’s 
Department of Provider Recruitment may be reached by phone at (617) 
665-3555 or by fax at (617) 665-3553.
We are an equal opportunity employer and all qualified applicants will receive consideration for 
employment without regard to race, color, religion, sex, sexual orientation, gender identity, national 
origin, disability status, protected veteran status, or any other characteristic protected by law.

www.psychiatrictimes.com
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The doctors  of  TRADITIONS 
BEHAVIORAL HEALTH are the largest 
provider of MD psychiatric services to adult 
populations all over California and also now 
in WA and NV!  We provide services to the 
seriously and persistently mentally ill and 
have openings in the San Francisco Bay Area, 
Santa Barbara, San Diego, Los Angeles, Reno 
and Seattle. Overall we plan to add 50 more 
Fulltime psychiatrists to bring our medical 
staff team to 400 psychiatrists. Our packages 
vary from a minimum of $300,000 per year 
plus $10,000 in bonuses and a benefit 
package valued at approximately $90,000, 
to up to $500,000, for the industrious 
physician. Our generous benefit package 
includes over 6 weeks paid time off per year. 
If you are creative and think outside the box, 
if you value diversity and cultural competency, 
if you like innovative programs that are 
patient driven, using a rehabilitative, rather 
than illness model, if you want more time to 
work with patients, to get the best results, then 
TBH is the company for you. To learn more 
about the specific job openings and salary and 
benefit packages, check out our Website at: 

www.tbhcare.com or Email your letter of
interest and CV to our company VP of 

Recruitment, Derek Sawyer at: 
Derek@tbhcare.com 

TBH is an equal opportunity employer

Psychiatrist Position
Excellent Opportunity in California

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

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

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

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

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

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

perfect place for any professional. 

The position pays a highly competitive 
salary, including health benefits for you and 
your family, requires no hospital work and 
minimal after-hours work, freeing you up 

for more leisurely activities.  As a 
Psychiatrist with Imperial County 

Behavioral Health, you will be part of a 
multi-disciplinary treatment team that 

includes therapists, nurses and 
rehabilitation technicians that provide 

comprehensive support and resources to 
assist clients in achieving recovery.

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

applicants.

Qualified candidates must have a CA 

medical license or ability to obtain.  Send 
CV to Imperial County Behavioral Health 
Services, 202 North 8th Street, El Centro, 

CA 92243.   

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

kristensmith@co.imperial.ca.us

 
 
 

www.telehealthdocs.com
            

Multidisciplinary 
Telemedicine Medical Group looking 

for additional California licensed 
Telepsychiatrists.

Contact us at 661-840-9270 or inquire 
with CV at jobs@telehealthdocs.com

FLORIDA

UNIVERSITY OF MIAMI, 
DEPARTMENT OF PSYCHIATRY

SYLVESTER COMPREHENSIVE 
CANCER CENTER

EXCEPTIONAL PSYCHIATRY 
OPPORTUNITY

Consultation-Liaison Psychiatrist

The Department of Psychiatry at the 
University of Miami and The Sylvester 
Comprehensive Cancer Center announces a 
search for an academic psychiatrist with 
interest and experience in psychosomatic 
medicine and psycho-oncology. Applicants 
can anticipate working collaboratively with 
fellow psycho-oncology providers including 
five psychologists, a psychiatrist and a team 
of oncology social workers.

JOB DESCRIPTION 
Providing psychiatric consultation-liaison 
services in either inpatient, outpatient or 
both oncology settings across the oncology 
enterprise 
Participation as a member of the 
Department of Psychiatry and Behavioral 
Sciences 
Participating in teaching activity for 
advanced trainees to ensure the highest 
level of educational excellence.

QUALIFICATIONS OF THE 
PSYCHIATRIST 
•  Board certification in Psychiatry.

•  Board eligibility/certification in C-L 
Psychiatry would be preferred but 
experience will be considered. 

COMPENSATION & BENEFITS  
This dynamic position commands an 

extremely competitive salary enhanced by 
an attractive benefits package, including but 
not limited to: 
•  Competitive compensation including 

bonus programs, vacation 

•  Comprehensive benefits include: health/
dental/vision, paid malpractice, 403(b) 
plan

The University of Miami (UM) Miller 
School of Medicine is an academic medical 
center with extensive clinical facilities 
including the Sylvester Comprehensive 
Cancer Center (Sylvester). All Sylvester 
physicians are on the faculty of the Miller 
School of Medicine, South Florida’s only 
academic medical center. 

CV’s and letter of interest can be directed 
to Maria Rueda-Lara, MD email: 

mrueda2@med.miami.edu

NEW HAMPSHIRE

Beautiful Seacoast area with four seasons, 
55 minutes from Boston.  Expanding 
private, non-profit community mental 

health center seeks a Child and Adolescent 
Psychiatrist to join a staff of ten psychiatrist 
sand 4 APRN’s, for outpatient care.  Vibrant 

collegial atmosphere with competitive 
salary.

Interested candidates apply at: https://
smhc-nh.org/job-openings

 EOE M/F

NEW YORK

Retiring psychiatrist seeks to pass on  
her general psychiatry practice for  

patients aged adolescent thru geriatric  
to a caring, experienced successor.

Located in Plainview, NY just over the 
Queens/Nassau border.

For information, contact:  
rieben.jo@gmail.com

OHIO

Clinical Neuroscience of Mood  
Disorders Fellowship is looking to  

fill an available position. 

Requirements for this position is to be a 
MD who has completed residency in 
psychiatry or related field or a PhD in 

Clinical Psychology.  Candidate should be 
eligible for an Ohio Trainee License to 

conduct clinical work. This is a 1 - 2 year 
program and is accredited by the Cleveland 

Clinic.  Position can be filled any time 
during the year on a rolling basis.   The 

fellowship is designed to train fellows in 
clinical care and neurobiological basis of 
depression and bipolar disorder. Current 
research is focused on neurochemical, 
imaging and genetic biomarkers for 

diagnosis and treatment as well as on 
clinical trials of novel pharmacological 

agents and strategies.  

Please contact Amit Anand, MD at 
ananda@ccf.org

VIRGINIA

Diamond Healthcare currently has  
the following openings at our  
Williamsburg, VA location: 

Staff Psychiatrist, Physician Assistant, and 
Advanced Practice Registered Nurse

Located in a beautiful suburban setting in 
eastern Virginia, this state-of-the-art 

psychiatric hospital was built in 2012 and 
showcases a 66-bed free-standing facility 

with the focus primarily on an adult 
inpatient psychiatric unit.

We value all our people and offer a very 
competitive compensation with a complete 

benefits package including 401K, 
Relocation Allowance, and CEU assistance.

Please apply at our website at  
www.diamondhealthjobs.com

WISCONSIN

cornerstone counseling services, inc.

Enjoy the Freedom of Private 
Practice with Wisconsin’s Leading 

Outpatient Clinic

Cornerstone Counseling Services, Inc. 
is Wisconsin’s largest outpatient 

provider of mental health services. 
With 10 clinics in the metro Milwaukee 
area and a built in referral base through 

our 150-member clinical staff, your 
adult or child psychiatric practice will 

flourish with Cornerstone. Our 
employed psychiatrists enjoy a high 
degree of autonomy and competitive 

contractual reimbursements from 
insurance due to our leading local 
marketplace position. Cornerstone 

provides all scheduling, billing, and 
administrative services so that you can 
focus on the art of patient care. Please 

send CV to Dr. Rachel Roeglin at 
Rachel.roeglin@gmail.com or call 262-

789-1191 for more information.

Our competitive 
rates can help you 
promote physician 

products and 
services.
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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.

The Department of Psychiatry at the Hackensack-Meridian Health School of 
Medicine at Seton Hall) is seeking to recruit psychiatrists to our clinical faculty. 
This is a clinician-educator position (non-tenured) with both outpatient and 
hospital based responsibilities that can be individually defined to optimize 
the growth of our ideal candidates career.  The position will include teaching 
and supervision of residents, medical students, fellows and other trainees, 
in a variety of clinical settings. The applicant must be a Doctor of Medicine 
and have completed an ACGME (Accreditation Council for Graduate Medical 
Education) accredited residency in Psychiatry. The applicant must possess or 
be eligible for an unrestricted license to practice medicine in the State of New 
Jersey and an unrestricted Drug Enforcement Administration license with 
addiction waiver. Candidate must also be Board-certified or Board-eligible 
in Psychiatry. Experience and interest in teaching and supervising medical 
students and residents in the area of is essential. We are one of the largest Psy-
chiatry departments in New Jersey and nationally ranked with the US News 
and World Report. Our healthcare system includes an expanding General 
Psychiatry Residency Training Program and Child and Adolescent Psychiatry 
fellowship with emerging Addiction Medicine and Geriatric Fellowship on 
the horizon. We have a variety of opportunities available across the larg-
est healthcare network in New Jersey, including Carrier Clinic, Hackensack 
University Medical Center and Jersey Shore University Medical Center.  Our 
Department is remains innovative with clinical research in psychosis, anxiety 
and mood disorders, as well as neuromodulation which includes ECT, TMS, 
and Ketamine treatment. 

Please visit our website at  
www.hackensackmeridianhealth.org/services/behavioral-health.

Renee.Theobald@hackensackmeridian.org or call: 732 751-3597

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

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

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

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

“Ocean Medical Center’s psychiatry program will 
be a community-based program,’’ said Ramon Sol-
hkhah, M.D., program director for psychiatry as 
well as  founding Chair of Psychiatry & Behavioral 
Health at the Hackensack Meridian School of Medi-
cine 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,’’

• Hackensack University Medical Center

• Carrier Clinic

• Riverveiw Medical Center

• Jersey Shore Univeristy Medical Center

• Raritan Bay MedicalCenter

• JFK Medical Center

• Ocean Medical Center

Department of Psychiatry
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