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I n the May 2021 issue of Nature 
Neuroscience, a research team at 
Icahn School of Medicine at 

Mount Sinai Health System in New 

York City made a fascinating discov-
ery: Early life stress in mice resulted 
in an epigenetic modification of methyl 
groups on histone-3 in neurons in the 

nucleus accumbens, which in turn led 
to a lifelong increase in the mice’s 
vulnerability to stress. The team then 
demonstrated that treating the mice 
during exposure to early life stress 
with pinometostat, a drug currently 
in clinical trials to treat acute my-
eloid leukemia in humans, inhibited 
the enzyme responsible for this epi-
genetic methylation modification 
and decreased the effect of early- 
life stress exposure on stress later in 
life.1
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Exploring the Epigenetic Paradigm Shift
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Canada just passed a law that radically changes the boundary 
between acceptable and unacceptable medical practice and 

has opened a path to euthanasia for patients with psychiatric 
illness who find their conditions unbearable.
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INDICATION AND LIMITATION OF USE
Vyvanse is indicated for the treatment of Attention-Defi cit/
Hyperactivity Disorder (ADHD) in patients ages 6 and above. Vyvanse 
is not indicated or recommended for weight loss. Use of other 
sympathomimetic drugs for weight loss has been associated with 
serious cardiovascular adverse events. The safety and effectiveness of 
Vyvanse for the treatment of obesity have not been established.

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

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

Vyvanse demonstrated signifi cant 

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

Learn more at VyvansePro.com/Start

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

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

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

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

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

 • CONTRAINDICATIONS
 •  Known hypersensitivity to amphetamines or other 

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

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

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

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

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

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

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

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

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

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

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

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

recommended during Vyvanse treatment.

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

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

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

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

S T U D Y

316 REVIEW CLINICAL STUDY

n=104.

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

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

STUDY DESIGN

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

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

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

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

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

LS Mean PERMP Total Score3, 4
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about 3-6 bpm). Monitor all patients for tachycardia and 
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and myocardial infarction have been reported in adults 
with CNS stimulants at recommended doses, as well as 
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cardiac abnormalities and other serious heart problems 
while taking CNS stimulants at recommended doses. 
Further evaluate patients who develop exertional chest 
pain, unexplained syncope, or arrhythmias while taking 
Vyvanse.
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  •  CNS stimulants, including Vyvanse, are associated 
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phenomenon. Signs and symptoms are usually 
intermittent and mild; very rare sequelae include digital
ulceration and/or soft tissue breakdown. Observe 
patients during treatment for new numbness, pain, skin 
color change, or sensitivity to temperature in fi ngers 
and toes. Further evaluation may be required, including 
referral.

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

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

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

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

diarrhea, nausea, anxiety, and anorexia.
 • PREGNANCY AND LACTATION
   Vyvanse may cause fetal harm. Breastfeeding is not 
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VYVANSE® (lisdexamfetamine dimesylate)
Capsules 10, 20, 30, 40, 50, 60, 70 mg                 
Chewable tablets 10, 20, 30, 40, 50, 60 mg          CII         Rx Only

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

 BRIEF SUMMARY: Consult the Full Prescribing Information for complete product information.
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In addition, in the adult population erectile dysfunction was observed in 2.6% of males
on VYVANSE and 0% on placebo; decreased libido was observed in 1.4% of subjects
on VYVANSE and 0% on placebo. 
Postmarketing Experience
The following adverse reactions have been identified during post approval use of 
VYVANSE. Because these reactions are reported voluntarily from a population of 
uncertain size, it is not possible to reliably estimate their frequency or establish a causal
relationship to drug exposure. These events are as follows: cardiomyopathy, mydriasis,
diplopia, difficulties with visual accommodation, blurred vision, eosinophilic hepatitis,
anaphylactic reaction, hypersensitivity, dyskinesia, dysgeusia, tics, bruxism, depression,
dermatillomania, alopecia, aggression, Stevens-Johnson Syndrome, chest pain, 
angioedema, urticaria, seizures, libido changes, frequent or prolonged erections, 
constipation, and rhabdomyolysis.

DRUG INTERACTIONS  
Clinically Important Interactions with Amphetamines

MAO Inhibitors (MAOI)
Clinical Impact: MAOI antidepressants slow amphetamine metabolism, increasing 
amphetamines effect on the release of norepinephrine and other monoamines from 
adrenergic nerve endings causing headaches and other signs of hypertensive crisis.
Toxic neurological effects and malignant hyperpyrexia can occur, sometimes with fatal
results.
Intervention: Do not administer VYVANSE during or within 14 days following the 
administration of MAOI [see Contraindications].
Examples: selegiline, isocarboxazid, phenelzine, tranylcypromine 

Serotonergic Drugs
Clinical Impact: The concomitant use of VYVANSE and serotonergic drugs increases
the risk of serotonin syndrome.
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FROM THE CHAIRMAN

Pride
A Driving Force

P
ride is often what drives people to their successes in life. The feeling 

is associated with a job well done and has been considered an import-

ant part of preventing burnout, especially in difficult situations. Since 

March 2020, headlines around the world have conveyed the sense of pride 

frontline health care workers, although tired and weary, have felt as they 

tackled the worst days of the COVID-19 pandemic. It helped motivate them 

day in and day out, despite the challenges, to bravely help so many who 

were affected by the virus.

Psychiatrists, too, have much to be proud about. The field was among the 

first to jump to telehealth visits, ensuring the mental and physical well-be-

ing their patients. Similarly, clinicians shed light on the need for interactions 

to combat loneliness associated with quarantining as well as the importance 

of self-care for all health care professionals, as evidenced by many articles 

on our website and in the pages of Psychiatric TimesTM. 

In addition, psychiatry is stepping in to address the chronic pain epi-

demic. Almost half of the adult US population experienced pain on some 

days, and about one-fifth had pain most days or every day, according to a 

2016 report by the Centers for Disease Control and Prevention. The number 

is staggering, and research indicates pain has played a role in the country’s 

devastating opioid epidemic. 

A long-running column in Psychiatric TimesTM has addressed pain to keep 

readers up to date. In this issue, Paul Noufi, MD, and Maryland Pao, MD, fur-

ther explore the role of consultation-liaison psychiatry and how it can be 

used to benefit patients who have pain. With this important integrative ap-

proach, the authors conclude that, overall, the future looks bright. 

Also within these pages, John J. Miller, MD, delves into a discussion on 

epigenetics. In his monthly editorial, Miller lays the foundation and history 

of the field and how it affects psychiatry. From there, Harold J. Bursztajn, 

MD, and colleagues explore the role of epigenetics in resilience and exam-

ine the transgenerational transmission of resilience following trauma in this 

month’s continuing education article. Psychiatry can take pride in these 

efforts to leverage genetics and epigenetics as a means to prevent and treat 

psychiatric disorders.

June is also LGBTQ Pride Month, which commemorates the 1969 

Stonewall Uprising in Manhattan, New York. Along with celebrations, the 

month presents an opportunity to address the wider social implications. 

Psychiatric TimesTM features the second part of our Special Report on sex-

ual and gender minorities (SGM). The collection wraps up this month with 

an important discussion on the mental health implications of fertility op-

tions and trauma-focused cognitive-behavioral therapy for SGM youth.

Much more can be found in this issue, including thought-provoking 

commentaries and clinical insights from new and regular contributors. We 

hope you find these articles interesting, entertaining, and informative. As 

always, we take pride in providing the top-quality information you need to 

support you, your practice, and your patients.  ❒

Mike Hennessy Sr
Chairman and Founder, MJH Life SciencesTM
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This study is but one of a grow-
ing number of publications demon-
strating the essential role of epi-
genetics in animal development, 
health, and disease. Without much 
fanfare, our understanding of epi-
genetics has been a significant par-
adigm shifter. Before we explore 
epigenetics, we need to review the 
foundational field of genetics.

Genetics 101
The 3 billion base pairs that consti-
tute the human genome is the se-
quence of covalently bonded nu-
cleic acids—adenine (A), thymine 
(T), cytosine (C), and guanine 
(G)—that form the double helix of 
DNA. This sequence forms the ba-
sis of the field of genetics and is cre-
ated when the sperm joins the egg to 
form a zygote, which will contain 
this unique DNA sequence that re-
mains constant throughout our life. 
In the case of identical twins, 100% 
of this DNA sequence is exactly the 
same, as both twins derive from the 
same zygote. With fraternal twins, 2 
different sperm fertilize 2 different 
eggs to create 2 unique zygotes that 
have DNA sequences as different as 
2 siblings with the same parents.

Let’s look at the genetic risk of 
schizophrenia, for example. In the 
general population, the risk of de-
veloping schizophrenia is about 
1%, but if your identical twin devel-
ops schizophrenia, your risk in-
creases to 50% due to the identical 
shared genome. In fraternal twins, 
the risk drops to roughly 16%, and 
in siblings it further drops to 9%. 
This demonstrates the role genetics 
plays on increasing or decreasing a 
person’s risk for various medical 
conditions. Significantly, the identi-
cal twin also has a 50% likelihood 
of not developing schizophrenia, 
which is attributed to numerous 
nongenetic factors. One of these 
factors is the individual’s epigenome, 
which can be different than the 
epigenome of their twin.2

In 2001, the Human Genome 
Project (an international consor-
tium of research labs spearheaded 
by the US National Institutes of 
Health) and Celera Genomics (a 
private research company) an-
nounced they had independently 
completed a first draft of the se-
quencing of the human genome’s 3 
billion base pairs. By 2003, the final 
draft was complete. Speculation by 
scientists, world leaders, and the 

media projected that, over the next 
decade, science and medicine 
would discover the genetic basis to 
many human diseases and disor-
ders, with associated novel treat-
ments. The complete sequencing of 
the human genome was an incredi-
ble achievement that continues to 
advance our understanding of the 
role of genes on health and disease. 
However, 20 years later it is disap-
pointing to see how few actionable 
treatments have been developed. 
So, what’s next? 

The Epigenome
The foundation of the epigenome 
involves covalent changes on cer-
tain areas of our chromosomes that 
will either increase or decrease the 
amount of activity at genes, hence 
impacting which gene products will 
be made in each particular cell. 
Think of the epigenetic processes 
like the software that determines 
which programs on a computer’s 
hard drive (the DNA genome) will 
be opened in RAM (in our analogy 
the genes that are ultimately ex-
pressed, creating our phenotype).
The zygote has access to 100% of 
the genome. As embryological de-
velopment occurs, cells begin to 
specialize and only require a small 
subset of the 20,000 or so protein 
coding genes that are available. One 
line of cells will begin to only pro-
duce proteins necessary for skin, 
while another set of cells will pro-
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duce proteins for muscle, and yet an-
other for neurons. This is an energy 
efficient process.

There are 2 basic ways that the 
chromosomal DNA/histone complex 
can be covalently modified to de-
crease or increase gene expression: 
methylation of the gene, or adding 
chemical tags to histones (the pro-
teins around which the DNA is 
wrapped).3 In humans, the part of the 
gene that is methylated is the “pro-
moter sequence,” a specific sequence 
of nucleotides, including a large den-
sity of CpG sites, which serve as a 
beacon and landing pad for the pro-
teins that will then transcribe the 
messenger RNA (mRNA). mRNA 
will ultimately code for the gene’s 
protein. The more methyl groups at-
tached to the promoter sequence, the 
less gene product will be synthe-
sized. In specialized cells, the un-
needed genes are heavily methylated 
and buried deep in the histones, likely 
never to be transcribed again.

The 3-dimensional shape of a 
histone can vary depending on 
chemical groups that can be cova-
lently added depending on the de-
gree of access needed to the gene 
associated with a particular histone. 
There are many chemical tags for 
histones, but the 2 best understood 
are methyl groups, which generally 
help the histone fold to hide the 
gene; and acetyl groups, which 
generally help the histone open up 
and make the gene more accessible.

There are enzymes that exist with 
job descriptions to either add or re-
move these methyl groups or acetyl 
groups to gene promoter sequences 
or histones, which in turn will be in-
duced or repressed depending on the 
organism’s environment. At any 
given moment in time, an individu-
al’s epigenome is unique and reflects 
the infinite number of events that de-
termine what genes are turned on, or 
off, or somewhere in the middle.

Remember those identical twins 
that share 100% of the same DNA 
sequence? Epigenetic processes are 
already at work creating different ex-
pressions of this identical genome as 
soon as the shared zygote splits in 2 
to create the twins.

Epigenetics at Work
As  Nessa Carey, PhD, explains in 
The Epigenetics Revolution, baby 
rats respond to stress differently 
(throughout their lives) depending on 
how much grooming and licking they 
receive from their mother in the first 
week of their life.4 Some mother rats 
provide abundant grooming and lick-
ing to their babies, while other 
mother rats are less interactive with 

their babies, paying less attention 
with significantly less grooming and 
licking. Research found that the baby 
rats that received plenty of grooming 
and licking during that first week of 
life remained notably calm when ex-
posed to stressful situations as adults. 
Meanwhile, the baby rats deprived of 
their mother’s attention during the 
first week of life responded with dis-
tress when exposed to the same 
stressful situations as adults.

The researchers then swapped the 
baby rats at birth: Babies of low 
grooming/licking mothers were 
switched to mothers that were high 
groomers/lickers, and vice versa. Re-
markably, the first week of life for the 
baby rats was the determining factor 
for stress response as adults, rather 
than any inheritance from their bio-
logical mother. In addition, the 
stress-tolerant adult rats had lower 
levels of cortisol, adrenocorti-
cotrophic hormone, and corticotro-
phin-releasing hormone than the 
adult rats that were neglected during 
that first week of life. Further re-
search demonstrated that the 
stress-tolerant adult rats had de-
creased methylation of their cortisol 
receptor gene, in contrast to the ne-
glected rats. Hence, that initial in-
creased grooming created an epigen-
etic change that resulted in a lifelong 
increased expression of the cortisol 
receptor, creating greater resilience 
to stress.

The Dutch Hunger Winter
Can epigenetic modifications that oc-
cur during a person’s life be passed 
on to their offspring and future gen-
erations? From November 1944 
through the spring of 1945 of World 
War II, the Germans, who controlled 
the Western Netherlands, set up a 
blockade that created a scarcity of 
food and severe starvation. From the 
detailed historical health care re-
cords, we have been able to study the 
long-term effects of the famine. Ba-
bies born to women who experienced 
starvation for the first 3 months of 
pregnancy and then resumed a nor-
mal diet when the blockade ended 

and food was available were likely to 
have a normal body weight at birth. 
However, babies born to women who 
were 6 months pregnant when the 
famine began were more likely to be 
underweight at birth.

These babies were followed by the 
health care system for decades. Re-
markably, researchers discovered 
that the low-birth-weight babies con-
tinued to have body weights below 
average throughout their lives, in-

cluding decreased rates of obesity as 
compared to the general population. 
The babies whose mothers experi-
enced starvation during the first tri-
mester of their pregnancy and had 
normal body weights at birth, had 
higher rates of obesity as compared 
to the general population decades 
later. Moreover, the grandchildren of 
the women who were starved during 
their first trimester also demonstrated 
some similar effects, suggesting a 
transgenerational inheritance.

One current hypothesis is that epi-
genetic changes to genes associated 
with nutrition and metabolism in the 
fetus would occur during a state of 
starvation to maximize the utilization 
of each calorie available. Significant 
epigenetic processes are in play 
during the first 3 months of fetal de-
velopment, and these epigenetic 
modifications can then persist 
throughout life. Subsequent studies 
have shown that DNA methylation 
patterns in survivors of the Dutch 
Hunger Winter have demonstrated 
epigenetic modifications at genes in-
volved in metabolism. The tragic cir-
cumstances of the Dutch Hunger 
Winter have provided a rare opportu-
nity to study the potential effects of 
epigenetic changes early in life being 
passed on to future offspring. This is 
just one study; there is a growing lit-
erature in support of transgenera-
tional epigenetic inheritance.

Epigenetics Today
A literature search for epigenetics in 
the National Library of Medicine 
generated 107,287 results, and 
105,343 of these were published 
since the year 2000, demonstrating 

the explosion in this field over the 
past 2 decades.5  

Epigenetic modifications sculpt 
an individual’s phenotype through-
out their life.6 Epigenetic processes 
are most active, ubiquitous, and con-
sequential throughout fetal develop-
ment, as well as during the first 2 
decades of life. 

Returning to our identical twins, 
epigenetic differences are evident at 
birth, and these differences increas-
ingly diverge throughout the twins’ 
lives. Research abounds comparing 
epigenetic profiles of individuals 
with and without a specific disease 
state to better understand the role of 
epigenetics in contributing to disease 
processes.

One significant consequence of 
the epigenetic contribution to pheno-
type is our growing understanding 
that genes that code for cytochrome 
P450 (CYP450) metabolic enzymes 
can be silenced or amplified, render-
ing the genotype of an individual’s 
CYP450 pharmacogenomic profile 
incomplete and unreliable. A recent 
study of CYP450 2E1 has demon-
strated this phenomenon.7 This grow-
ing understanding of the epigenetic 
effects on CYP450 gene expression 
calls into question the reliability of 
pharmacogenomic testing that re-
ports a genotype, but does not factor 
in the epigenetic phenotype that ulti-
mately will determine CYP450 met-
abolic enzyme activity.

Epigenetics has provided fertile 
ground to understand how early life 
experience can directly increase or 
decrease the risk and severity of psy-
chiatric disorders such as schizophre-
nia, bipolar disorder, and posttrau-
matic stress disorder.8

Concluding Thoughts
The epigenetic paradigm shift has 
received relatively little attention 
compared to the human genome se-
quencing, despite the broad and 
significant impact it has had on our 
understanding of how environmen-
tal factors during a single lifetime 
can covalently regulate which 
genes are expressed, and to what 
degree, from the fixed human gen-
otype. In fact, it is the epigenome 
that ultimately determines the indi-
vidual’s phenotype for increasing 
or decreasing the risk of various 
diseases and the functioning of 
metabolic and aging processes.9,10

In the field of oncology, drugs that 
treat some cancers by epigenetic 
mechanisms are already FDA ap-
proved and in clinical use. Azaciti-
dine and decitabine are both inhibi-
tors of DNA Methyltransferase-1 and 
are approved for myelodysplastic 

“Epigenetics has provided fertile ground to 
understand how early life experience can directly 

increase or decrease the risk and severity of 
psychiatric disorders such as schizophrenia, 

bipolar disorder, and posttraumatic stress disorder.”
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Can Epigenetics Promote Resilience 
Without Genetic Reductionism? 
» Harold J. Bursztajn, MD; Amalia R. Sweet; 
Irene C. Coletsos, MD; and Michael Ashley 
Stein, PhD, JD

Since its birth in the early 19th century, psychi-
atry has sought to ground its diagnoses in the 
same mechanistic explanatory models that 

were emerging as hallmarks of the other branches 
of modern medicine.1 Drawing on the nascent 
fields of genetics and Darwinian evolution, psychi-
atry entered a debate over the origins of human 
behavior: nature vs nurture? As the debate raged 
on, studies of human traits and behavior were co-
opted by promoters of nefarious political agendas, 
with scientists at the center of numerous 
atrocities throughout the 20th century.2 For 
all their harms, genetic determinist mod-
els, which explained human variation 
purely in terms of nature (ie, genetics), 
bore disappointingly little fruit.3 Social re-
ductionist models, which explained human 
variation purely in terms of environmental 
factors, fared no better. Neither model 
could account for the pronounced changes 
in behavior and gene expression in re-
sponse to events experienced over the 
course of an individual’s lifetime. Nor 
could they explain how such changes, conferring 
either vulnerability or resilience in the face of 
trauma, could be passed between generations.

By the mid-20th century, the burgeoning field of 
epigenetics had begun to bridge the divide between 
genetics and developmental biology,4 and, by the 
start of the 21st century, scientists increasingly turned 
to epigenetic approaches to disentangle the molecu-
lar mechanisms by which genes give rise to specific 
phenotypes; determine how the expression of genes 
could be modulated by stochastic factors; and estab-
lish how such modulations can be passed to off-
spring. Across fields of medicine, researchers today 
strive to elucidate the mechanisms by which adverse 
life experiences shape the development of disease 

and devise novel therapeutic interventions to sup-
plant currently inadequate treatment and prevention 
paradigms. Nowhere is this work more necessary 
than in psychiatry, where diagnoses continue to elude 
biological definition and where remedies are fre-
quently inadequate to address widespread suffering.

Because the models employed by researchers 
and clinicians in the study and treatment of disease 
shape patients’ understanding of their own suffer-
ing, the dominance of reductionist models can leave 
both patients and clinicians feeling powerless in the 
fight against fate, whether inscribed by circum-
stance or biology. The emergence of epigenetic 
models has generated a surge of optimism, opening 
new possibilities for psychiatric intervention. 

The Rise of Epigenetics in Psychiatry
The term epigenetics was coined in 1942 (prior to 
the discovery of the molecular basis of heredity) by 
developmental biologist C. H. Waddington, ScD, 
as a neologism combining epigenesis (embryonic 
development) and genetics.5 Waddington described 
epigenetics as “the branch of biology which studies 
the causal interaction between genes and their 
products [that] brings the phenotype into being”; 
this definition is broader than the one in use today.6 
In the time since the identification of DNA as car-
rier of the genetic code, the definition of epi-
genetics has narrowed to refer specifically to her-
itable alterations in gene expression that do not 
involve direct changes in DNA sequence.

In the mid-1970s, investigators identified the 
first molecular mechanisms that might explain how 
patterns of gene expression could vary so dramati-
cally among an individual’s different cell types, all 
of which contain the same set of chromosomes.5 In 
1975, Arthur D. Riggs, PhD, Robin Holliday, PhD, 
and John E. Pugh proposed a molecular mecha-
nism for this differential gene expression: Covalent 
addition of methyl groups at specific DNA sites 
sterically inhibit the docking of transcriptional ma-
chinery at those sites.4 DNA methylation was thus 
deemed an epigenetic marker of gene inactivation. 

In the 1980s, Michael Grunstein, PhD, demon-
strated that the covalent modification of histone 
proteins was also a critical mechanism of gene reg-

ulation. Adding chemical groups (eg, 
methyl, acetyl) to histones adjusts how 
tightly DNA wraps around them to form 
chromatin, which thereby changes the ac-
cessibility of that DNA to transcriptional 
machinery.7 Subsequent work demonstrated 
additional epigenetic regulatory mecha-
nisms of chromatin remodeling (eg, nucleo-
some sliding). Notably, epigenetic markers 
and mechanisms were shown to be heritable, 
not only clonally (ie, between generations of 
mature cell populations within an individ-
ual), but also between generations of indi-

viduals, passed from parent to offspring.8

Although epigenetics would eventually be ap-
plied to study psychiatric illnesses in the search for 
so-called missing heritability, the observation that 
chronic mental states and/or behaviors can be 
passed down through generations had occurred de-
cades earlier. Among the first to consider epi-
genetics in the context of psychiatry was psychoan-
alyst and developmental psychologist Erik Erikson.9

In his 1950 book Childhood and Society, Erikson 
articulated his theory of “ego epigenesis.” Borrow-
ing the term epigenesis from the field of develop-
mental biology, he described a staged model of in-
dividual identity (ego) formation analogous to that 
of embryonic development in utero. Erikson wrote 

CLINICAL REFLECTIONS

syndrome—a disease of the bone 
marrow. Vorinostat and romidepsin 
both inhibit a histone deacetylase and 
are approved for the treatment of re-
fractory cutaneous T-cell lymphoma. 
Time will tell if epigenetic modifying 
drugs will become part of our treat-
ment arsenal in psychiatry.

In this issue we are delighted to pre- 
sent 2 important articles by Bursztajn 
et al expanding on the field of epi-
genetics. Their first article, “Harness-
ing Epigenetic Knowledge to Pro-
mote Resilience while Avoiding the 

Historical Pitfalls of Genetic and 
Social Reductionism,” provides a 
historical overview of the field of 
epigenetics, as well as offering some 
philosophical reflections. Their sec-
ond article, “Transgenerational 
Transmission of Resilience After 
Catastrophic Trauma,” our featured 
CME article, explores the rapidly 
evolving understanding of the poten-
tial epigenetic role on resilience after 
severe trauma, and how this resil-
ience may be passed along to the 
traumatized individual’s offspring.
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“The emergence of epigenetic models 
has generated a surge of optimism, 

opening new possibilities for 
psychiatric intervention.”
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that identity arose through an individual’s resolu-
tion of a predetermined series of conflicts and as-
serted that an individual’s specific resolution to 
these conflicts was shaped by both innate biological 
factors and environmental inputs. His version of 
epigenetics focused on psychosocial processes 
rather than biological mechanisms, and it suggested 
psychoanalysis as a primary intervention.

Epigenetics was first introduced into the field of 
psychiatric genetics by Irving Gottesman, PhD, 
and James Shields in their 1982 book Schizophre-
nia: The Epigenetic Puzzle.8 Gottesman and 
Shields argued that the development of schizophre-
nia depended upon both genes and the environ-
ment. Thus, the task at hand was to elucidate the 
mechanisms through which environmental and 
genetic factors interact to produce psychosis. De-
spite the immediate popularity of the book, the ap-
plication of epigenetic approaches to psychiatry 
did not take off in earnest for another 2 decades.10 
In the June 2000 edition of Nature, Gottesman and 
colleagues penned an editorial bemoaning their 
field’s failure to investigate “[t]he roles for epigen-
etic factors in psychiatric disorders...in a system-
atic way” and imploring fellow researchers to con-
sider an epigenetic basis for “nonorganic brain” 
disorders (ie, those for which no clear physiologi-
cal or genetic lesion could be found).10 Subsequent 
commentators noted that epigenetic models could 
better account for the clinical presentation of psy-
chiatric diagnoses than genetic models based 
solely on variation in nucleic acid sequence.8

Although studies in the 1990s revealed that the 
gene alterations in organic psychiatric disorders, 
such as Rett and fragile X syndromes, produced 
those conditions via epigenetic mechanisms, re-
searchers began to investigate epigenetic mecha-
nisms in nonorganic disorders only in the first de-
cade of the new millennium.8 Since then, epigenetic 
mechanisms have been uncovered in many psychi-
atric illnesses (Table).11-17 However, it currently 
remains unclear whether these changes are causes 
or effects of the disorders in which they arise.

To separate cause from effect, researchers are 
developing animal models of epigenetic alterations. 
Michael Meaney, PhD, et al laid the foundation 
with their establishment of a rodent model of epi-
genetic transmission.8 Building upon studies in the 
late 1960s, Meaney demonstrated that variations in 
maternal care in rats could elicit specific behavioral 
and endocrine responses to stress in offspring, and 
that those responses could be passed from one gen-
eration to the next via nongenomic mechanisms.18,19 
Ongoing efforts are aimed at linking findings in 
animal stress response models to the changes ob-
served in patients in response to adverse events.

The Future of Psychiatric Epigenetics
Given the proliferation of studies, there could be pres-
sure on this emerging science to identify a single 
physiological cause of challenging psychiatric disor-
ders and to produce a biologic cure for them. How-
ever, we caution against this line of thinking. Without 
careful consideration, applications of epigenetic re-
search are liable to fall prey to reductionism, thereby 
replicating the mistakes of previous models. None-
theless, the evidence that our behavioral responses to 
trauma can be understood in part through epigenetics 
has the potential to cause a conceptual shift in the 
treatment of psychiatric disorders.

Even if interventions based on epigenetic research 
are not imminent, we assert that epigenetics currently 
constitutes an invaluable clinical tool for improving 
care. In a historical moment in which physicochemical 
explanatory models enjoy unprecedented cultural ca-
chet, epigenetics can empower patients through bio-
medical recognition of the importance of their lived 
experiences, and the role they have in shaping the 
course of illness. Epigenetics might allow patients to 
shed the stigma and internalized shame of psychiatric 
illness and thereby better engage with existent thera-
peutic paradigms.

Patients are often blamed, and blame themselves, 
not only for the onset of mental illness, but also for 
their apparent inability to overcome it.20 Possible epi-
genetic factors might explain why traditional treat-
ment strategies are not working (eg, why a patient 
may still be depressed even though they are on an 
antidepressant; why a patient’s delusional beliefs per-
sist despite antipsychotic medication). A more com-
plicated picture of the factors contributing to the de-
velopment and perpetuation of a disorder may 
alleviate some of the guilt patients frequently describe 
about being unable to improve.

Furthermore, epigenetic models illustrate how 
psychiatric illnesses emerge as the result of many 
cumulative processes. Such nuanced understanding 
may allow for greater patience and more realistic 
expectations on the part of patients, their family 
members, and clinicians about the expediency and 
results of treatment. Treatment can be understood as 
a process that takes time, as one would not expect 
gene expression to be modified in a day. Epigenetics 
may also allow clinicians to recognize and opera-
tionalize a more holistic view of patients, consider-
ing both their deficits and their unique strengths in 
managing their struggles. Accounting for patients’ 
family histories of risk and resilience, and their environ-
ment and environmental responses, could widen the dis-
cussion and reveal new opportunities for intervention.

We see the field of epigenetics as an opportunity 
to harness both nature and nurture to improve men-
tal health care. However, we argue that this knowl-
edge, including the possibility of modifying gene 
expression, should not lead to the expectation or 
goal of eliminating suffering, nor to perfecting or 
standardizing our response to it. Our hope is that 
knowledge and application of the science of epi-
genetics can result in an increased understanding 
and compassion for the complexity of what it 
means to be human.1
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Table. Current Findings in Various Psychiatric Disorders11-17

Authors Year of 
publication Journal Diagnosis

1. Czarny et al.11 2021 Journal of 
Personalized Medicine

Major depressive disorder (MDD)

2. Śmigielski et al.12 2020 Molecular Psychiatry Schizophrenia; other psychotic disorders

3. Bellia et al.13 2020 Journal of Psychiatric 
Research

Obsessive-compulsive disorder 

4. Blacker et al.14 2019 Genes Posttraumatic stress disorder in 
comorbid psychiatric conditions

5. Hübel et al.15 2018 Molecular Psychiatry Eating disorders

6. Kuehner et al.16 2018 Frontiers in Genetics MDD, autism spectrum disorders, fragile X 
syndrome, Rett syndrome, schizophrenia

7. Mahgoub and 
Monteggia.17

2013 Neurotherapeutics Addiction, depression, schizophrenia
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Unfortunately, this is not a new 
phenomenon. Several countries al-
low psychiatric patients who are 
suicidal to voluntarily receive death 
by lethal injection (euthanasia) or a 
self-administered prescription for 
lethal medication (assisted suicide) 
from physicians. In Belgium, the 
Netherlands, and Luxembourg (col-
lectively known as the Benelux na-
tions) these practices first emerged 
in 2002, after laws were passed per-
mitting medically assisted death for 
patients whose physical or psycho-
logical suffering was unbearable 
and could not be effectively treated 
by acceptable means.1 A terminal 
condition was not a necessary crite-
rion. This opened the door for some 
psychiatric patients in those coun-
tries to have suicide provided for 
them rather than prevented. It is 
documented that between 100 and 
200 psychiatric patients are eutha-
nized upon request annually be-
tween Belgium and the Netherlands 
(Table 1 and Table 2).2,3

In concerned response to these 
developments, the American Psy-
chiatric Association issued a posi-
tion statement in 2016: “A psychia-
trist should not prescribe or 
administer any intervention to a 
non–terminally ill person for the 
purpose of causing death.”4

The Evolution 
of Canada’s Bill
In 2016, Canada passed Bill C-14, a 
law permitting medical euthanasia 
and physician-assisted suicide, to-
gether known as Medical Aid In 
Dying (MAID).5 By November 
2020, more than 13,000 individuals 
nearing the end of life had been vol-
untarily euthanized as a result of 
this bill.6,7

To be eligible, a patient’s natural 
death must be predicted to be rea-
sonably foreseeable. This uniquely 
Canadian term was not statutorily 
defined, but it was understood to be 
associated with the end of life—
how close was undetermined. Be-
cause death from mental disorders 
was not considered to be strongly 
predictable, mental illnesses were 
not eligible conditions. This feature 
of the law essentially prevented the 
kind of psychiatric euthanasia prac-
ticed in the Benelux countries.8

Then, in 2019, a Quebec Supe-
rior Court ruling challenged the 
constitutionality of the reasonably 
foreseeable restriction.9 As a result, 

a new federal bill was introduced to 
extend euthanasia eligibility, without 
the previous restriction. This new ini-
tiative, Bill C-7, followed the Bene-
lux model; it removed the prior ex-
clusion of those who have with 
nonterminal chronic illnesses and 
permitted euthanasia for those whose 
psychological or physical suffering is 
deemed intolerable and untreatable.10

Initially, Bill C-7 clearly excluded 
psychiatric disorders, which was at 
least implicit in the original C-14 
law. However, there was ambiguity 
in this proscription, because psycho-
logical suffering (which is not de-
fined in either legislation) continued 
to be a criterion for eligibility. In ad-
dition, many protested that C-14’s 
scope discriminated against those 
with mental illnesses. Ironically, in 
its efforts to promote parity, the Ca-
nadian Psychiatric Association was 
such a voice. As an organization, it 
declared: “Patients with a psychiatric 
illness should not be discriminated 
against solely on the basis of their 
disability, and should have available 
the same options regarding MAID as 
available to all patients.”11

This led to a dramatic turn of events 
in the (unelected) Canadian Senate, 
which considered Bill C-7 this Febru-
ary. In an unprecedented move, Sena-
tor Stan Kutcher, MD, who is also a 
psychiatrist, declared that the exclu-
sion of individuals with psychiatric 
disabilities would be discriminatory. 
He introduced an amendment allow-
ing MAID for mental illness available 
within 18 months of the bill passing.12

When the modified legislation was 
returned to the House of Commons, 
the discussion was quickly shut down 
by a liberal coalition and the bloc 
party from Quebec (a province that 
promotes euthanasia and aims to re-
strict conscientious objection to eu-
thanasia by health care professionals). 
A vote was forced, and on March 17, 
2021, the C-7 expansion of euthana-
sia in Canada became law, complete 
with the last-minute amendment to 
sunset the mental illness exclusion 
after 2 years.13

This 2-year interval is to be used 
to create an expert panel to establish 
standards for evaluating patients and 
procedures to distinguish between 
patients with psychiatric disorders 
whose suicide should be prevented 
from those whose for whom it could 
be provided. However, as Alex 
Schadenberg, the executive director 
of the Euthanasia Prevention Coali-
tion, noted in response to a query, 
“There isn’t a prosecutor in the land 
who would prosecute someone for 
doing euthanasia for mental illness 
before the 24-month time frame has 

passed because it is technically legal.” 

Objections to Psychiatrist-
Assisted Suicide
This is a profound change in the tra-
jectory of the euthanasia law, and the 
practice of psychiatry for Canada, 
which is now the largest nation that 
will soon allow MAID for psychiat-
ric conditions. It has rocked the pro-
fessional mental health community 
in Canada, which fought to forestall 
the inclusion of psychiatric disorders 
for euthanasia. 

The latest law is disappointing but 
unsurprising considering the huge 
pushes for parity and nondiscrimina-
tion at all costs. Unlike the in United 
States, health care in Canada is con-
sidered a charter (constitutional) 
right. Thus, once MAID became a 
medical procedure, excluding pa-
tients with psychiatric illness from 
this right was nearly impossible.

Countries that have allowed 
MAID in a limited number of cases 
have quickly found themselves de-
scending a slippery slope. Prominent 
critic Wesley J. Smith, JD, noted, 
“Once a society embraces doc-
tor-prescribed death as an acceptable 
answer to human suffering or  as 
some kind of fundamental liberty 
right, there are no brakes. We need 
only look at European countries 
that have gone down the Euthanasia 
Highway to see how society is im-
pacted deleteriously by accepting 
killing as a suitable answer to the 
problem of human suffering.”14 In-
deed, Belgium and the Netherlands 
are now debating the extension of 
euthanasia beyond medical condi-
tions to include those who feel they 
have a completed life15 or are tired of 
living.16 There is even discussion of 
de-medicalizing euthanasia by pro-
viding lethal over-the-counter pills.17

Pegasos, a self-proclaimed “volun-
tary assisted dying association” 
based in Basel, Switzerland, cur-
rently provides euthanasia for non-
medical “suicide tourists.”18

Many psychiatrists in Canada are 
deeply concerned by the recent de-
velopments. In the face of C-7, the 
psychiatrist editor of the Journal of 
Ethics in Mental Health reported19:

A few days ago, a 30-year-old 
patient with very treatable men-
tal illness asked me to end her 
life. Her distraught parents 
came to the appointment with 
her because they were afraid 
that I might support her request 
and that they would be helpless 
to do anything about it. It’s hor-
rific they have to worry that by 
going to a psychiatrist, their 

First, Do No Harm
Continued from Cover

TABLE 3.
Euthanasia Numbers 

in Canada7

Year Number

2016 1014

2017 2816

2018 4467

2019 5631

TABLE 1. 
Belgian Patients 

Euthanized for Primary 
Psychiatric Disorders2

Year Number 
of cases

2004 5

2006 5

2008 10

2009 15

2010 18

2011 30

2012 40

2013 54

2014 61

2015 63

2016 77

2018 83

2019 57

Note: Table 1 is based on both 
reference number 2 and the 
author’s analysis of previous 

reports from the European Institute 
of Bioethics. 

TABLE 2. 
Patients Euthanized in the 
Netherlands for Primary 
Psychiatric Disorders3

Year Number 
of cases

2010 2

2011 13

2012 14

2013 42

2014 41

2015 56

2016 60

2017 83

2018 67

2019 90

2020 60
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daughter might be killed by that 
very psychiatrist.

Similar significant objection 
comes from the disability advocacy 
community.20 They are concerned 
that permitting euthanasia for nonter-
minal, disabled individuals implies 
that their lives may be not worth liv-
ing. Furthermore, they recognize that 
individuals with disabilities may not 
have adequate access to state-of-the-
art treatment, and that euthanasia 
could become a cost-saving alterna-
tive to suffering when adequate solu-
tions are not available or affordable. 

An evaluation by the United Na-
tions also expressed strong worry 
about how Bill C-7 impacts individu-
als with chronic disabilities21:

We are deeply concerned that 
the eligibility criteria set out in 
Bill C-7 to access medical assis-
tance in dying may be of a dis-
criminatory nature, or have a 
discriminatory impact. By sin-
gling out the suffering associ-
ated with disabilities being of a 
different quality and kind than 
any other suffering, they poten-
tially subject persons with disa-
bility to discrimination on ac-
count of such a disability.

There is also strong objection 
among Canada’s First Peoples, due to 
conflicts with cultural values, their 
limited access to state-of-the-art 
treatments, and staggering suicide 
rates in that population.22 Similarly, 
the Canadian Catholic Bishops, who 
are always opposed to euthanasia, 
have been left particularly aghast.23

Bill C-7 also sets up a 2-tier sys-
tem, abolishing some of the original 
C-14 safeguards. For instance, pa-
tients who are terminally ill can be 
evaluated for euthanasia and possibly 
receive it on the same day, with no 
waiting period, unlike the 10-day 
waiting period in the previous C-14 
law. However, patients who are not 
terminally ill must wait 90 days. 
Ironically, it is not unusual to have to 
wait much longer than that in Canada 
to get psychiatric consultation, treat-
ment, and other resources. 

Moreover, there is no requirement 
that additional, evidenced-based 
treatments be implemented, although 
patients are urged to give all treat-
ments serious consideration. Even 
Belgium, which is known for its lib-
eral approach, recently added guide-
lines that individuals applying for 
euthanasia for a mental disorder 
should not have refused any evi-
denced-based treatments.24

A group of experts in Canadian 

law and medicine wrote25: 

C-7 will allow physicians to end 
the life of people with disabili-
ties or chronic illnesses at their 
request and will require the sys-
tem to ensure it happens even 
when physicians are convinced, 
based on their expert knowl-
edge, that medicine offers op-
tions and even when the patient 
may have years or decades to 
live with a good quality of life if 
other options are explored and 
tried first.

The American Medical Associa-
tion has concluded that MAID prac-
tices are “fundamentally incompati-
ble with the physician’s role as a 
healer,”26 and the World Medical As-
sociation “is firmly opposed to eutha-
nasia and assisted suicide.”27 Never-
theless, these types of laws have been 
adopted around the world, most re-
cently in New Zealand, Spain, Portu-
gal, and several states in Australia. In 
US states, as in Canada, attempts 
have been made to expand initially 
strict practices.28 The justifications 
made in debate for euthanasia and 
assisted suicide (eg, autonomy, 
self-determination, and intolerable 
suffering) are now being applied to 
psychiatric disorders, despite lack of 
any agreement that treatment for psy-
chiatric disorders are ever futile or 
that suffering is truly irremediable.29

Concluding Thoughts
Bill C-7 and similar laws would rep-
resent a remarkable shift in the deep 
ethos of psychiatry, in which psychi-
atrists would have to decide which 
suicides should be prevented and 
which should be abetted. 
 Karandeep Sonu Gaind, MD, 
past president of the Canadian Psy-
chiatric Association and a fierce 
critic of the MAID expansion to psy-
chiatric patients, noted that less priv-
ileged patients have a much harder 
time accessing medical care in gen-
eral, especially psychiatric treatment. 
He lamented the passing of C-7 in a 
poetic cri de coeur30:

So thank you Canada, powers 
that be,
For ensuring that our smooth 
passings
Will reflect the privilege of our 
life trappings.
I will soon be free, without anx-
iety, knowing
That with ease I can choose the 
time of my going.
And any poor souls sacrificed 
on this altar
Of my choice, my voice,

There will be no way of knowing.

Dr Komrad is a psychiatrist on the 
clinical and teaching staff of 
Sheppard Pratt Hospital and the 
Johns Hopkins Hospital in Baltimore, 
Maryland; a clinical assistant profes-
sor of psychiatry at the University of 
Maryland; and a member of the 
teaching faculty at Tulane University 
in New Orleans, Louisiana.
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C A P LY TA  F O R  S C H I Z O P H R E N I A  
I N  A D U LT S

        THIS ISN’T JUST A COFFEE RUN.

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

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

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

Important Safety Information
Boxed Warning: Elderly patients with dementia-related 
psychosis treated with antipsychotic drugs are at an 
increased risk of death. CAPLYTA is not approved for the 
treatment of patients with dementia-related psychosis.
Contraindications: CAPLYTA is contraindicated in patients with 
known hypersensitivity to lumateperone or any components of 
CAPLYTA. Reactions have included pruritus, rash (e.g. allergic 
dermatitis, papular rash, and generalized rash), and urticaria.
Warnings & Precautions: Antipsychotic drugs have been 
reported to cause:

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

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

CAPLYTA is a registered trademark of Intra-Cellular Therapies, Inc.  © 2020 Intra-Cellular Therapies, Inc. All rights reserved. 09/2020 US-CAP-2000519

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

Reference: 1. CAPLYTA prescribing information, 2019.

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

 ■  Antipsychotic drugs have been reported to cause1:
 •  Hyperglycemia, diabetes, dyslipidemia, and weight gain. Blood 

glucose, weight, and lipids should be monitored periodically 
during long-term treatment

 •  Tardive dyskinesia (TD), which may increase as the duration 
of treatment and cumulative dose increases, and can develop 
after brief treatment periods or after discontinuation. See full 
Important Safety Information, including Boxed Warning, below

Choose CAPLYTA to help control 
your patients’ symptoms—with 
a metabolic, weight, and EPS 
pro�le similar to placebo in  
4- to 6-week trials1

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

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

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

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

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

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

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

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

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

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

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

Elderly patients with dementia-related psychosis treated with antipsychotic 
drugs are at an increased risk of death. CAPLYTA is not approved for the 
treatment of patients with dementia-related psychosis.

INDICATIONS AND USAGE 
CAPLYTA is indicated for the treatment of schizophrenia in adults.
CONTRAINDICATIONS
CAPLYTA is contraindicated in patients with history of hypersensitivity reaction to  
lumateperone. Reactions have included pruritus, rash (e.g. allergic dermatitis,  
papular rash, and generalized rash), and urticaria.  
WARNINGS AND PRECAUTIONS
Increased Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly  
patients with dementia-related psychosis treated with antipsychotic drugs are at an 
increased risk of death. Analyses of 17 placebo-controlled trials (modal duration of  
10 weeks), largely in patients taking atypical antipsychotic drugs, revealed a risk of 
death in the drug-treated patients of between 1.6 to 1.7 times that in placebo-treated  
patients. Over the course of a typical 10-week controlled trial, the rate of death in 
drug-treated patients was about 4.5%, compared to a rate of about 2.6% in placebo- 
treated patients.  Although the causes of death were varied, most of the deaths 
appeared to be either cardiovascular (e.g., heart failure, sudden death) or infectious 
(e.g., pneumonia) in nature. CAPLYTA is not approved for the treatment of patients 
with dementia-related psychosis.
Cerebrovascular Adverse Reactions, Including Stroke, in Elderly Patients with 
Dementia-Related Psychosis: In placebo-controlled trials in elderly subjects with 
dementia, patients randomized to risperidone, aripiprazole, and olanzapine had a 
higher incidence of stroke and transient ischemic attack, including fatal stroke. 
CAPLYTA is not approved for the treatment of patients with dementia-related 
psychosis.
Neuroleptic Malignant Syndrome: Neuroleptic Malignant Syndrome (NMS), a 
potentially fatal symptom complex, has been reported in association with admin-
istration of anti-psychotic drugs. Clinical manifestations of NMS are hyperpyrexia, 
muscle rigidity, delirium, and autonomic instability. Additional signs may include 
elevated creatinine phosphokinase, myoglobinuria (rhabdomyolysis), and acute 
renal failure. If NMS is suspected, immediately discontinue CAPLYTA and provide 
intensive symptomatic treatment and monitoring. 
Tardive Dyskinesia: Tardive dyskinesia, a syndrome consisting of potentially  
irreversible, involuntary, dyskinetic movements, may develop in patients treat-
ed with antipsychotic drugs. The risk appears to be highest among the elderly,  
especially elderly women, but it is not possible to predict which patients are like-
ly to develop the syndrome. Whether antipsychotic drug products differ in their  
potential to cause tardive dyskinesia is unknown. The risk of tardive dyskinesia  
and the likelihood that it will become irreversible increase with the duration of treat-
ment and the cumulative dose. The syndrome can develop after a relatively brief 
treatment period, even at low doses. It may also occur after discontinuation of 
treatment. Tardive dyskinesia may remit, partially or completely, if antipsychotic 
treatment is discontinued. Antipsychotic treatment itself, however, may suppress 
(or partially suppress) the signs and symptoms of the syndrome, possibly mask-
ing the underlying process. The effect that symptomatic suppression has upon the 
long-term course of tardive dyskinesia is unknown. Given these considerations, 
CAPLYTA should be prescribed in a manner most likely to reduce the risk of  
tardive dyskinesia. Chronic antipsychotic treatment should generally be reserved 
for patients: 1) who suffer from a chronic illness that is known to respond to  
antipsychotic drugs; and 2) for whom alternative, effective, but potentially less 
harmful treatments are not available or appropriate. In patients who do require 
chronic treatment, use the lowest dose and the shortest duration of treatment  
producing a satisfactory clinical response. Periodically reassess the need for  
continued treatment. If signs and symptoms of tardive dyskinesia appear in a  
patient on CAPLYTA, drug discontinuation should be considered. However, some 
patients may require treatment with CAPLYTA despite the presence of the syndrome. 
Metabolic Changes: Antipsychotic drugs have caused metabolic changes, including  
hyperglycemia, diabetes mellitus, dyslipidemia, and weight gain. Although all of 
the drugs in the class have been shown to produce some metabolic changes, 
each drug has its own specific risk profile. Hyperglycemia and Diabetes Mellitus -  
Hyperglycemia, in some cases extreme and associated with ketoacidosis,  
hyperosmolar coma or death, has been reported in patients treated with  
antipsychotics. There have been reports of hyperglycemia in patients treated 
with CAPLYTA. Assess fasting plasma glucose before or soon after initiation of 
antipsychotic medication and monitor periodically during long-term treatment. 
In pooled data from short-term (4- to 6-week), placebo-controlled trials of adult 
patients with schizophrenia, mean changes from baseline and the proportion of 
patients with shifts from normal to greater than normal levels of fasting glucose 
in patients treated with CAPLYTA were similar to those in patients treated with  
placebo. In an uncontrolled open-label trial of CAPLYTA for up to 1 year in  
patients with stable schizophrenia, the percentages of patients with shifts in fasting  
glucose and insulin values from normal to high were 8% and 12%, respective-
ly. 4.7% of patients with normal hemoglobin A1c (<6.5%) at baseline developed  
elevated levels (≥6.5%) post-baseline. Dyslipidemia - Antipsychotics have caused 
adverse alterations in lipids. Before or soon after initiation of antipsychotic med-
ications, obtain a fasting lipid profile at baseline and monitor periodically during  
treatment. In pooled data from short-term (4- to 6-week), placebo-controlled trials  
of adult patients with schizophrenia, mean changes from baseline and the proportion  
of patients with shifts to higher levels of fasting total cholesterol and triglycerides  
were similar in patients treated with CAPLYTA and placebo. In an uncontrolled 
open-label trial of CAPLYTA for up to 1 year in patients with stable schizophrenia,  
the percentages of patients with a shift from normal to high were 8%, 5%, and 4% 
for total cholesterol, triglycerides, and LDL cholesterol, respectively. Weight Gain -  
Weight gain has been observed with use of antipsychotics. Monitor weight 
at baseline and frequently thereafter. In pooled data from placebo-controlled  
trials of adult patients with schizophrenia, mean changes from baseline and 
the proportion of patients with an increase in weight ≥7% from baseline to 
end of study was similar in patients treated with CAPLYTA and placebo. In an  
uncontrolled open-label trial of CAPLYTA for up to 1 year in patients with stable 
schizophrenia, the mean change in body weight was approximately -2 kg (SD 5.6)  
at Day 175 and approximately - 3.2 kg (SD 7.4) at Day 350.
Leukopenia, Neutropenia, and Agranulocytosis: Leukopenia and neutropenia 
have been reported during treatment with antipsychotic agents, including CAPLYTA.  
Agranulocytosis (including fatal cases) has been reported with other agents in the 
class. Possible risk factors for leukopenia and neutropenia include pre-existing 
low white blood cell count (WBC) or absolute neutrophil count (ANC) and history  
of drug-induced leukopenia or neutropenia. In patients with a pre-existing low 

WBC or ANC or a history of drug-induced leukopenia or neutropenia, perform a  
complete blood count (CBC) frequently during the first few months of therapy. In 
such patients, consider discontinuation of CAPLYTA at the first sign of a clinical-
ly significant decline in WBC in the absence of other causative factors. Monitor  
patients with clinically significant neutropenia for fever or other symptoms or 
signs of infection and treat promptly if such symptoms or signs occur. Discontinue  
CAPLYTA in patients with absolute neutrophil count < 1000/mm3 and follow their 
WBC until recovery.
Orthostatic Hypotension and Syncope: Atypical antipsychotics cause orthostat-
ic hypotension and syncope. Generally, the risk is greatest during initial dose  
administration. In these clinical trials the frequencies of orthostatic hypotension for 
CAPLYTA and placebo were 0.7% and 0%, respectively. The rates of syncope for 
CAPLYTA and placebo were 0.2% and 0.2%.  Orthostatic vital signs should be mon-
itored in patients who are vulnerable to hypotension (e.g., elderly patients, patients 
with dehydration, hypovolemia, and concomitant treatment with antihypertensive 
medications), patients with known cardiovascular disease (history of myocardial 
infarction, ischemic heart disease, heart failure, or conduction abnormalities), and 
patients with cerebrovascular disease.  CAPLYTA has not been evaluated in patients 
with a recent history of myocardial infarction or unstable cardiovascular disease. 
Such patients were excluded from pre-marketing clinical trials.
Falls: Antipsychotics, including CAPLYTA, may cause somnolence, postural  
hypotension, and motor and sensory instability, which may lead to falls and,  
consequently, fractures and other injuries. For patients with diseases, conditions 
or medications that could exacerbate these effects, complete fall risk assessments 
when initiating antipsychotic treatment and periodically during long-term treatment.
Seizures: Like other antipsychotic drugs, CAPLYTA may cause seizures. The risk 
is greatest in patients with a history of seizures or with conditions that lower the  
seizure threshold. Conditions that lower the seizure threshold may be more  
prevalent in older patients.
Potential for Cognitive and Motor Impairment: CAPLYTA, like other antipsychotics,  
may cause somnolence and has the potential to impair judgment, thinking, and 
motor skills. In short-term (i.e., 4- to 6-week) placebo-controlled clinical trials of 
patients with schizophrenia, somnolence and sedation were reported in 24% of 
CAPLYTA-treated patients, compared to 10% of placebo-treated patients. Patients 
should be cautioned about operating hazardous machinery, including motor vehi-
cles, until they are reasonably certain that therapy with CAPLYTA does not affect 
them adversely.
Body Temperature Dysregulation: Atypical antipsychotics may disrupt the body’s 
ability to reduce core body temperature. Strenuous exercise, exposure to extreme 
heat, dehydration, and anticholinergic medications may contribute to an elevation in 
core body temperature; use CAPLYTA with caution in patients who may experience 
these conditions.
Dysphagia: Esophageal dysmotility and aspiration have been associated with  
antipsychotic drug use. Antipsychotic drugs, including CAPLYTA, should be used 
cautiously in patients at risk for aspiration.

ADVERSE REACTIONS
The following adverse reactions are discussed in detail in other sections of the 
labeling: Increased Mortality in Elderly Patients with Dementia-Related Psycho-
sis; Cerebrovascular Adverse Reactions, Including Stroke, in Elderly Patients with  
Dementia-related Psychosis; Neuroleptic Malignant Syndrome; Tardive Dyskinesia; 
Metabolic Changes; Leukopenia, Neutropenia, and Agranulocytosis; Orthostatic  
Hypotension and Syncope; Falls; Seizures; Potential for Cognitive and Motor Impair-
ment; Body Temperature Dysregulation; Dysphagia.
Clinical Trials Experience: Because clinical trials are conducted under widely varying  
conditions, adverse reaction rates observed in the clinical trials of a drug cannot 
be directly compared to rates in the clinical trials of another drug and may not 
reflect the rates observed in practice. The safety of CAPLYTA has been evaluated  
in 1724 adult patients with schizophrenia exposed to one or more doses. Of 
these patients, 811 participated in short-term (4- to 6-week), placebo-controlled  
trials with doses ranging from 14 to 84 mg/day. A total of 329 CAPLYTA-exposed  
patients had at least 6 months of exposure and 108 had at least 1 year of exposure 
to the 42-mg dose of CAPLYTA. There was no single adverse reaction leading to 
discontinuation that occurred at a rate of >2% in CAPLYTA-treated patients. The 
most common adverse reactions (incidence of at least 5% of patients exposed to 
CAPLYTA and greater than twice the rate of placebo) are somnolence/sedation and 
dry mouth. Adverse reactions associated with CAPLYTA (incidence of at least 2% in  
patients exposed to CAPLYTA and greater than placebo) are shown in Table 1. The 
following findings are based on the pooled short-term (4- to 6-week), placebo- 
controlled studies in adult patients with schizophrenia in which CAPLYTA was  
administered at a daily dose of 42 mg (N=406). Table 1 in the full Prescribing  
Information displays Adverse Reactions Reported in ≥2% of CAPLYTA-Treated 
Patients in 4- to 6-week Schizophrenia Trials. Adverse reaction is followed by 
percentage of patients treated with CAPLYTA 42mg (N=406) and Patients treated 
with Placebo (N=412) in parentheses. Somnolence/ Sedation (24%, 10%); Nausea 
(9%, 5%); Dry Mouth (6%, 2%); Dizziness1 (5%, 3%); Creatine Phosphokinase  
Increased (4%, 1%); Fatigue (3%, 1%); Vomiting (3%, 2%); Hepatic Transami-
nases Increased2 (2%, 1%); Decreased Appetite (2%, 1%). 1 Dizziness, dizziness 
postural; 2 ALT, AST, “hepatic enzymes” increased, or liver function test abnormal.
Dystonia: Symptoms of dystonia, prolonged abnormal contractions of mus-
cle groups, may occur in susceptible individuals during the first few days of  
treatment. Dystonic symptoms include: spasm of the neck muscles, sometimes  
progressing to tightness of the throat, swallowing difficulty, difficulty breathing,  
and/or protrusion of the tongue. Although these symptoms can occur at low doses, 
they occur more frequently and with greater severity with high potency and higher 
doses of first-generation antipsychotic drugs. An elevated risk of acute dystonia is 
observed in males and younger age groups.
Extrapyramidal Symptoms: In the 4- to 6-week, placebo-controlled trials, the fre-
quency of reported events related to extrapyramidal symptoms (EPS), including 
akathisia, extrapyramidal disorder, muscle spasms, restlessness, musculoskeletal 
stiffness, dyskinesia, dystonia, muscle twitching, tardive dyskinesia, tremor, drooling, 
and involuntary muscle contractions was 6.7% for CAPLYTA and 6.3% for placebo. In 
the 4- to 6-week trials, data were collected using the Simpson Angus Scale (SAS) for 
EPS (total score ranges from 0 to 40), the Barnes Akathisia Rating Scale (BARS) for 
akathisia (total score ranges from 0 to 14), and the Abnormal Involuntary Movement 
Scale (AIMS) for dyskinesia (total score ranges from 0 to 28). The mean changes 
from baseline for CAPLYTA-treated patients and placebo-treated patients were 0.1 
and 0 for the SAS, -0.1 and 0 for the BARS, and 0.1 and 0 for the AIMS, respectively.

DRUG INTERACTIONS
Table 2 in the full Prescribing Information displays Drugs Having Clinically  
Important Interactions with CAPLYTA. Moderate or Strong CYP3A4 Inhibitors: 
Concomitant use of CAPLYTA with moderate or strong CYP3A4 inhibitors increases 
lumateperone exposure, which may increase the risk of adverse reactions. Avoid 
concomitant use of CAPLYTA with moderate or strong CYP3A4 inhibitors. Exam-
ples of CYP3A4 inhibitors include: Moderate inhibitors - Amprenavir, ciprofloxacin, 
cyclosporine, diltiazem, erythromycin, fluconazole, fluvoxamine, verapamil. Strong 
inhibitors - Clarithromycin, grapefruit juice, itraconazole, voriconazole, nefazodone, 

ritonavir, nelfinavir. CYP3A4 Inducers: Concomitant use of CAPLYTA with CYP3A4 
inducers decreases the exposure of lumateperone. Avoid concomitant use of  
CAPLYTA with CYP3A4 inducers. Examples of CYP3A4 inducers include:  
Carbamazepine, phenytoin, rifampin, St. John’s wort, bosentan, efavirenz, etravirine,  
modafinil, nafcillin, aprepitant, armodafinil, pioglitazone, prednisone. UGT Inhibitors:  
Concomitant use of CAPLYTA with UGT inhibitors may increase the exposure of 
lumateperone and/or its metabolites. Avoid concomitant use of CAPLYTA with UGT 
inhibitors. Examples of UGT inhibitors include: Valproic acid, probenecid

USE IN SPECIFIC POPULATIONS
Pregnancy: Pregnancy Exposure Registry - There is a pregnancy exposure registry  
that monitors pregnancy outcomes in women exposed to atypical antipsychotics,  
including CAPLYTA, during pregnancy. Healthcare providers are encouraged 
to register patients by contacting the National Pregnancy Registry for Atypical  
Antipsychotics at 1-866-961-2388 or online at http://womensmentalhealth.org/
clinical-and-research-programs/-pregnancyregistry/. Risk Summary - Neonates ex-
posed to antipsychotic drugs during the third trimester are at risk for extrapyramidal  
and/or withdrawal symptoms following delivery. Available data from case reports on 
CAPLYTA use in pregnant women are insufficient to establish any drug associated  
risks for birth defects, miscarriage, or adverse maternal or fetal outcomes. There 
are risks to the mother associated with untreated schizophrenia and with exposure 
to antipsychotics, including CAPLYTA, during pregnancy. In animal reproduction 
studies, no malformations were observed with oral administration of lumateperone 
to pregnant rats and rabbits during organogenesis at doses up to 2.4 and 9.7 times, 
respectively, the maximum recommended human dose (MRHD) of 42 mg/day on 
a mg/m2 basis. When pregnant rats were administered lumateperone during the 
period of organogenesis through lactation, the number of perinatal deaths of pups 
was increased at 4.9 times the MRHD, with no adverse effects on pups at 2.4 times 
the MRHD. The estimated background risk of major birth defects and miscarriage 
for the indicated population is unknown. All pregnancies have a background risk 
of birth defect, loss, or other adverse outcomes. In the U.S. general population, 
the estimated background risk of major birth defects and miscarriage in clinically  
recognized pregnancies is 2 to 4% and 15 to 20%, respectively. Clinical Consider-
ations - Disease associated maternal and/or embryo/fetal risk: There is risk to the 
mother from untreated schizophrenia, including increased risk of relapse, hospital-
ization, and suicide. Schizophrenia is associated with increased adverse perinatal 
outcomes, including preterm birth. It is not known if this is a direct result of the 
illness or other comorbid factors. Fetal/neonatal adverse reactions: Extrapyramidal 
and/or withdrawal symptoms, including agitation, hypertonia, hypotonia, tremor,  
somnolence, respiratory distress, and feeding disorder have been reported in  
neonates who were exposed to antipsychotic drugs during the third trimester of  
pregnancy. These symptoms have varied in severity. Monitor neonates for extra- 
pyramidal and/or withdrawal symptoms and manage symptoms appropriately. 
Some neonates recovered within hours or days without specific treatment; others 
required prolonged hospitalization. Data - Animal Data: Pregnant rats were treated 
with oral doses of 3.5, 10.5, 21, and 63 mg/kg/day lumateperone (0.8, 2.4, 4.9, 
and 14.6 times the MRHD on a mg/m2 basis) during the period of organogenesis. 
No malformations were observed with lumateperone at doses up to 2.4 times the 
MRHD. Findings of decreased body weight were observed in fetuses at 4.9 and 14.6 
times the MRHD.  Findings of incomplete ossification and increased incidences of 
visceral and skeletal variations were recorded in fetuses at 14.6 times the MRHD, a 
dose that induced maternal toxicity. Pregnant rabbits were treated with oral doses 
of 2.1, 7, and 21 mg/kg/day lumateperone (1.0, 3.2, and 9.7 times the MRHD on 
a mg/m2 basis) during the period of organogenesis. Lumateperone did not cause 
adverse developmental effects at doses up to 9.7 times the MRHD. In a study in 
which pregnant rats were administered oral doses of 3.5, 10.5, and 21 mg/kg/day 
lumateperone (0.8, 2.4, and 4.9 times the MRHD on a mg/m2 basis) during the 
period of organogenesis and through lactation, the number of live-born pups was 
decreased at 2.4 and 4.9 times the MRHD, and early postnatal deaths increased at 
a dose 4.9 times the MRHD. Impaired nursing and decreased body weight gain in 
pups were observed at 4.9 times, but not at 2.4 times, the MRHD. Pregnant rats 
were treated with a human metabolite of lumateperone (reduced ketone metabolite) 
at oral doses of 15, 60, and 100 mg/kg/day (1.2, 19, and 27 times the exposure 
to this metabolite at the MRHD of lumateperone based on AUC plasma exposure) 
during the period of organogenesis.  This metabolite did not cause adverse devel-
opmental effects at a dose 1.2 times the exposure at the MRHD of lumateperone; 
however, it caused an increase in visceral malformations (cleft palate) at 27 times 
and skeletal malformations at 19 times the exposure at the MRHD of lumateperone, 
a dose that induced maternal toxicity.
Lactation: Risk Summary - There are no available data on the presence of lumateperone 
or its metabolites in human milk or animal milk, the effects on the breastfed infant, or 
the effects on milk production. Toxicity in animals has been linked to the formation of  
aniline metabolites of lumateperone. Although aniline metabolites were not present 
in (adult) humans at quantifiable levels, it is unknown whether infants exposed to 
lumateperone will exhibit comparable lumateperone metabolism and elimination 
pathways as adults. In addition, there are published reports of sedation, failure to 
thrive, jitteriness, and extrapyramidal symptoms (tremors and abnormal muscle 
movements) in breastfed infants exposed to antipsychotics. Based on findings of 
toxicity in animal studies and the potential for serious adverse reactions in the breast-
fed infant, breastfeeding is not recommended during treatment with lumateperone.
Females and Males of Reproductive Potential: Infertility - Based on findings from 
animal studies, lumateperone may impair male and female fertility.
Pediatric Use: Safety and effectiveness of CAPLYTA have not been established in 
pediatric patients. 
Geriatric Use: Controlled clinical studies of CAPLYTA did not include any patients 
aged 65 or older to determine whether or not they respond differently from younger  
patients. Antipsychotic drugs increase the risk of death in elderly patients with  
dementia-related psychosis. CALYPTA is not approved for the treatment of patients 
with dementia-related psychosis.
Hepatic Impairment: Use of CAPLYTA is not recommended for patients with  
moderate (Child-Pugh class B) to severe hepatic impairment (Child-Pugh class C). 
Patients with moderate and severe hepatic impairment experienced higher exposure  
to lumateperone. No dosage adjustment is recommended for patients with mild 
hepatic impairment (Child-Pugh A).

OVERDOSAGE
No specific antidotes for CAPLYTA are known. In managing overdose, provide  
supportive care, including close medical supervision and monitoring and consider 
the possibility of multiple drug involvement. In case of overdose, consult a Certified 
Poison Control Center (1-800-222-1222 or www.poison.org).
Distributed by Intra-Cellular Therapies, Inc. 
New York, NY 10016
CAPLYTA is a trademark of Intra-Cellular Therapies, Inc.
© 2020 Intra-Cellular Therapies, Inc. 
All rights reserved            
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Should Psychiatry Have a 
Manual of Psychiatric Afflictions?
» Ronald W. Pies, MD

I n the wake of the attack that left a 
Capitol policeman dead and an-
other wounded, the individual 

identified as responsible reportedly 
told friends that he had afflictions.1 
This term, freighted with so much 
history, caught my attention. Let me 
hasten to add that I have no intention 
of speculating on the mental state or 
possible diagnosis of the individual 
who slammed his car into the 2 po-
lice officers and was later killed. 
Rather, I want to explore the term af-
flictions in the broad context of how 
we describe and understand the most 
serious psychiatric conditions that 
we treat. I will not say much here 
about the terms disease, disorder, or 
illness—since all of these terms have 
been debated, conflated, and promis-
cuously tossed around in the medical 
and psychiatric literature for many 
decades.2 

The English term affliction is de-
rived from the Latin, afflīgere, mean-
ing “to knock or strike down, ruin, 
distress severely.”3 This definition 
nicely captures 2 key features of the 
most severe conditions treated by 
psychiatrists; namely, suffering 
(“distress severely”) and incapacita-
tion (“knock or strike down”). The 
term affliction, so defined, maps rea-
sonably well onto what the psychiat-
ric literature calls serious mental ill-
ness (SMI). The National Institute of 
Mental Health defines SMI as “a 
mental, behavioral, or emotional dis-
order resulting in serious functional 
impairment, which substantially in-
terferes with or limits 1 or more ma-
jor life activities. The burden of men-
tal  i l lnesses is  part icularly 
concentrated among those who expe-
rience disability due to SMI.”4 

A somewhat richer description of 
SMI is provided by the Treatment 
Advocacy Center5: 

 
We define SMI as severe psy-
chiatric diseases with symp-
toms that put individuals 
who experience them at the 
greatest risk for criminal jus-
tice involvement, homeless-
ness, hospitalization, and/or 
involuntary treatment. Typi-
cally, these are disorders with 
psychotic features, although 
mania also can elevate risk. 

These definitions are useful start-
ing points, but they do not fully cap-
ture the felt experience of affliction. 
Here we are well served by harking 
back to the urtext of afflictions, the 
Bible. In the Book of Job, the appar-
ently blameless and upright man, 
Job, learns that his sheep, servants, 
and 10 children have all died, after 
which he rips his clothes and shaves 
his head in sorrow. 

It gets worse: Job soon finds him-
self covered with terrible sores. He 
cries out to God, “Your hand shaped 
and fashioned me, then you de-
stroyed every part of me.” Now, that 
is affliction! 

We can see something of the all-
encompassing physical and psychic 
pain of affliction in this passage from 
William Styron’s memoir, Darkness 
Visible. Here, Styron describes his 
depressive bouts6:

What I had begun to discover 
is that, mysteriously and in 
ways that are totally remote 
from normal experience, the 
gray drizzle of horror in-
duced by depression takes on 
the quality of physical pain…
[and] comes to resemble the 
diabolical discomfort of being 
imprisoned in a fiercely over-
heated room…The pain of 
severe depression is quite un-
imaginable to those who have 
not suffered it, and it kills in 
many instances because its 
anguish can no longer be 
borne…The pain is unrelent-
ing, and what makes the con-
dition intolerable is the fore-
knowledge that no remedy 
will come—not in a day, an 
hour, a month, or a minute. 
If there is mild relief, one 
knows that it is only tempo-
rary; more pain will follow. It 
is hopelessness even more 
than pain that crushes the 
soul… 

Notably, Styron refers to severe 
depression as “this ancient afflic-
tion.” 

We find similarly harrowing de-
scriptions by patients who have re-
ceived diagnoses of schizophrenia 
and related psychoses. Law professor 
Elyn R. Saks, PhD, author of The 
Center Cannot Hold, described her 
psychotic episodes as follows7:

It’s like a waking nightmare. 
You’re terrified, you’re con-
fused, you have beliefs that 
are bizarre and frightening 
and confusing. I hallucinate 
a little bit, but not much. 
Mostly I form delusional be-
liefs, like that I have killed 
lots of people with my 
thoughts, or people are set-
ting off nuclear explosions in 
my brain, or my brain’s going 
to leak out of my ears and 
drown people. 

Can Affliction Be Applied in 
Psychiatry?
Not all individuals who acknowledge 
having serious psychiatric problems 
describe themselves as afflicted or 
suffering. Nor do they allow them-
selves to be defined by their psychi-
atric diagnosis. Pediatrician Mark 
Vonnegut, MD—who originally re-
ceived a diagnosis schizophrenia but 
later a diagnosis of bipolar disor-
der—has not only enjoyed an illustri-
ous medical career but also raised 3 
sons and led a flourishing creative 
life. He has important things to say 
about psychiatric treatment8:

Medications have side ef-
fects. No one who doesn’t 
need them should take 
them—I know I certainly 
wouldn’t. It’s a painful truth 
that medications and psychi-
atric hospitals, the faults of 
which could fill volumes, 
have both saved me and made 
a good life for myself possi-
ble. For that, I am grateful.

Alas, not all individuals with seri-
ous psychiatric problems fare as well 
as Vonnegut. There are thousands of 
individuals whose psychiatric symp-
toms truly do constitute afflictions—
ie, enduring states of such intense or 
prolonged suffering and incapacity 
that they amount to disease.9 These 
states differ radically from everyday 
anxiety or from grief, which is typi-
cally an understandable and adaptive 
response to loss.10

It is deeply misleading and clini-
cally insensitive to trivialize psychi-
atric afflictions as mere problems in 
living,11 a set of experiences,12 or so-
cial constructions.13 As Allen Fran-
ces, MD, has noted, “Schizophrenia 

and other severe psychiatric disor-
ders clearly have a strong biological 
contribution and cause a qualita-
tively, as well as quantitatively, dif-
ferent level of suffering far beyond 
the everyday problems of living.”14

Unfortunately, as several psychia-
trists and mental health advocates 
have argued, clinical research and 
treatment of serious mental illnesses 
like schizophrenia are badly under-
funded.15,16 To press the point, psy-
chiatrist James C. Beck, MD, PhD, 
has argued that “psychiatry should be 
the specialty that treats patients with 
severe mental disorders: schizophre-
nia, bipolar disorder, major depres-
sion, severe PTSD [posttraumatic 
stress disorder], and others.”17

The Problem With the Term 
Affliction
Although the concept of affliction 
usefully captures the felt experience 
of severe and persistent psychiatric 
disturbances, it comes with some un-
helpful theological baggage. For ex-
ample, in Psalm 107:17, we read, 
“Fools because of their transgres-
sion, and because of their iniquities, 
are afflicted.”
As Frances recently observed in per-
sonal correspondence:

The connotation that trou-
bles me is [that] of deserved 
affliction for sins committed. 
Those with mental illness 
suffered terribly...because 
they were seen as pawns in 
God’s battle with the Devil. 
Our patients are afflicted 
enough without the weight of 
additional stigma [and] 
moral opprobrium that they 
are “afflicted” as punish-
ment for their sins. 

Point taken. The last thing we 
want to do is exacerbate our de-
pressed patients’ feelings of sinful-
ness, which, in some cases, may re-
flect a psychotic process. So, to 
answer my own rhetorical question in 
the title of this piece—no, we do not 
need a manual of psychiatric afflic-
tions. However, the concept of afflic-
tions may prove useful in under-
standing our patients who are most 
severely ill. 

Perhaps, however, we need a new 
manual to supplement the DSM—
one that focuses laserlike on the most 
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serious and incapacitating psychiatric disease states. At a minimum—
and this list is not exhaustive—such a manual would cover schizophrenia 
and related psychoses; bipolar disorder/manic-depressive illness; melan-
cholic or psychotic forms of major depression; the dementias; and the 
more severe and intractable forms of autism, obsessive-compulsive dis-
order, and posttraumatic stress disorder. (Arguably, the self-injurious 
forms of borderline personality disorder could also be included, but the 
personality disorders in general are a hard case.) 

Broken Vessels
Some of our patients may use the language of affliction, but many will 
not. Our task is not to impose a linguistic framework on their experience 
but to understand and empathize with that experience. And as far re-
moved from usual experience as psychiatric afflictions are, there is a 
more complicated truth underlying them. As Vonnegut remarks, “Just 
because you don’t hear voices, doesn’t make you a model of mental 
health…no one among us is 100 percent crazy, and no one is 100 percent 
sane.”8 Indeed, a rabbinic teaching tells us that all human beings are 
broken vessels.18 As scholar Jeffrey L. Rubenstein puts it, “Even those 
who have not suffered disabilities, handicaps, and/or illnesses bear the 
scars of life on their bodies and hearts.”18 The psychiatrically afflicted, in 
short, are not “the other.” They are our sons and daughters, our sisters and 
brothers. 

Dr Pies is professor emeritus of psychiatry and lecturer on bioethics and 
humanities, SUNY Upstate Medical University, Syracuse, New York; clinical 
professor of psychiatry, Tufts University School of Medicine, Boston, 
Massachusetts; and editor in chief emeritus of Psychiatric Times™ (2007-
2010). 

Acknowledgment: I thank Allen Frances, MD, for his helpful comments on an earlier 
draft of this article. I also wish to acknowledge the important contributions of the 
late DJ Jaffe. The views represented here are mine. 
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A natural pearl is formed 
when an irritant works its 
way into certain mollusks. 

The mollusk secretes a fluid to 
coat the invasive irritant, and layer 
upon layer of this coating pro-
duces a lustrous pearl. 

So, it seems, goes the life and 
times of Barry B. Perlman, MD, 
as the irritants he encounters 
transform him into a pearl of a 
psychiatrist to his patients, col-
leagues, and society in general. 
Such irritants, big and small, in-
cluded the stigma of psychiatry, 
the intrusion of for-profit man-
aged care, political maneuvering, 
and his own medical illness. It is 
as if, after each irritant, obstacle, 
and trauma, he and psychiatry 
come back stronger and more re-
silient. Although this play on 
words may seem trite, his work is 
anything but.

Reading about Perlman’s jour-
ney in this memoir reveals pearls 
that will enhance the lives of any-
one interested in mental health and 
psychiatric illness, including the 
general public, patients, medical 
students, and other physicians, es-
pecially primary care physicians. 
Similarly, family and friends of psychiatrists would also enjoy this insider’s 
look at a psychiatrist’s working life, especially given that the confidentiality 
of our field inhibits regular daily sharing of information and experiences.

How could a memoir by a psychiatrist have this scope? There are a num-
ber of reasons for such. First, Perlman always values and uses his medical 
skills and knowledge. Second, most of his career was at Saint Joseph’s Med-
ical Center, a rather unique community system that included a small com-
munity hospital, nursing home, freestanding psychiatric hospital, and out-
patient clinics in Yonkers, a suburb just outside New York City. For many 
years, Perlman was a director of the Department of Psychiatry. Before he 
retired, he served as medical director of the entire system—a rare adminis-
trative and leadership position for a psychiatrist. 

The title and image on the front cover of his book illustrates Perlman’s 
journey. There is a rearview mirror and car windshield with some clear sight 
spaces among what seems to be many cracks and blurriness. When I asked 
Perlman by email why he named the memoir Rearview, he answered: “Be-
cause I’m retired. The initial impetus for a book was as a legacy for my 
kids…. Once it got going and took on its own life, it began to transcend the 
legacy project idea.”

I was a fellow traveler at the start of Perlman’s medical journey. We were 
both medical students at Yale University from 1967 to 1971, both of us 
surprised—if not shocked—that we had been accepted. After medical 

A Pearl of a 
Psychiatrist

Book Review
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Reflects on Practice 
and Advocacy in a 
Time of Healthcare 

System Change

by Barry B. Perlman, 
MD; BookBaby, 2021

292 pages • $15.99 
(paperback)

H. Steven Moffic, MD
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school graduation, we met occasionally at re-
unions or communicated when our paths over-
lapped, such as now in retirement. Because we 
were friendly, yet not close friends, I can offer both 
a real-life confirmation of some of his story and 
the perspective of someone who took a slightly dif-
ferent, albeit eerily overlapping, psychiatric road. 

Our 50th year class reunion is fast approaching, 
and like so much of medicine in this COVID-19 
era, it will be held virtually. Perlman closes the 
book with comments on the pandemic’s devasta-
tion, much of it seemingly preventable.

Still, he ends on a happy note: “I do assuredly 
feel an enormous sense of gratitude for my life de-
spite the pandemic that has radically disrupted its 
later years.” Hopefully, most everybody in our 
class, as well as readers of this review, has felt that 
gratitude in being able to help others.

The structure of this book is unique, and it re-
minds me of the free association process that Freud 
advised for his patients. Perlman describes them 
better than I can: “These are recollections of sound 
bites, actions taken, or visual images retained in my 
mind’s eye, each within a particular context. Serious 
or humorous, I have amplified upon each as a story 
or tale providing content and personal meaning, 
joined to a discerned lesson or distilled thought.” 

As you may have already guessed, Perlman tells 
his story in an easy-to-read, conversational lan-
guage with a touching thoughtfulness and grace. It 
falls into the tradition of narrative medicine and 
can be thought of as a book of personal short per-
sonal reminiscences.

There are 41 of these fragments. Everyone will 
have their favorites, but I will share a few of the 
ones that I enjoyed. I try to follow the model of 
conveying his fragment, elaborating on it a bit, and 
providing some afterthoughts.

Chapter 4. 
“S**t, s**t, s**t . . . s**t…” [stars for letters 
are mine]
While learning about aphasia during a summer 
placement as a teenager, Perlman meets an elderly 
gentleman who had a stroke. An executive at the 
Tootsie Roll company, all the man could commu-
nicate was different expressions of “s**t.” 

Later, as a psychiatric resident, a teacher raised 
the possibility that the patient used that word 
—“sh**t”—and only that word, as a symbolic, 
possibly Freudian anal connection with the physi-
cal appearance of Tootsie Rolls, those small, dark 
brown, and linked chocolate candies.

Chapter 21. 
“Tell me doc, wasn’t there any piss in it?”

Here, the “piss” in the joke refers to the colloquial 
language of the patient, compared with the clinical, 
informational language that a doctor used to convey 
the results of a urine lab test (a language the patient 
cannot understand). Perlman tried to teach family 
practice residents to appreciate the psychiatric pa-
tients’ point of view by both play acting and sharing 
firsthand accounts from the literature. It is hard to 
imagine reading these recommendations and not 
wanting to read everything he references, including 
a New Yorker series titled “Personal History”; An-
drew Solomon’s book, The Noonday Demon: An 
Atlas of Depression; Daphne Merkin’s The Black 
Season: Falling Out of Love with Mental Hospitals; 
Sylvia Nasar’s book, A Beautiful Mind; Kay Red-
field Jamison’s An Unquiet Mind: A Memoir of 
Moods and Madness; and The Center Cannot Hold: 
My Journey Through Madness by Elyn R. Saks.

Chapter 25. 
“They are not art.”
Perlman was curious and humanistic enough to 
rescue about 600 drawings of a preceptor done by 
a patient. They were going to be thrown out, as the 
preceptor was moving, but Perlman asked for 
them. This chapter discusses what is outsider art or 
not, and it includes some of the patient’s evocative 
and informative pictures on the subject of her reac-
tion to the analyst and the analysis. If he had kept 
the rest of the drawings, that could make for a 
whole new book.

Chapter 31.
“I wondered, ‘is he, she?’”
Here, Perlman describes his growth in understand-
ing transgender individuals and the associated ter-
minology changes. This is a subject of great impor-
tance to me for a couple of reasons: I was the 
medical director for Pathways, the sole clinic in the 
Midwest helping those with gender concerns in the 
1990s, and there is a trans child in my extended 
family. Expanding his curiosity beyond gender 
identity to bodily integrity (when someone might 
want an amputation of a normal limb to feel that 
their body is correctly aligned), he wondered if 
these can be called misalignment syndromes. Good 
idea! He acknowledged that transgender care and 
terminology remain complicated issues. This frag-
ment, he noted, “has been among the most difficult 
to write.”

Chapter 36. 
“I couldn’t pull the plug on my father.”
This chapter poignantly illustrates the difference 
between personal and professional medical deci-
sion-making. During his beloved father’s demen-

tia, Perlman was wrestled with the idea of placing 
a pacemaker, even though he wondered if his father 
would have refused it.

Other Pearls
Besides these chapter pearls, Perlman also in-
cluded many short sentence-length pearls scattered 
throughout the memoir, some of which particularly 
struck me (Table).

When the reader finishes the book, the introduc-
tion becomes even more striking, as Perlman de-
servedly begins to find his retirement pearls on the 
day after he retired. 

While he and his supportive and understanding 
wife drive to their country home, he mused:

I quietly observed to myself how beautiful 
the scene was. For the first time in dec-
ades, I could relish the snow-covered land-
scape without the attendant worry about 
whether the ‘moonlighters,’ the off-hours 
psychiatrists, would be able to get to the 
hospital, and if they could not what ar-
rangements I could make to assure that 
the psychiatric service was covered. 

Then, if you happen to turn to the back cover, 
you see Barry with sunglasses on, smiling over the 
small lake near his country home, the sun shining 
on his world. Most likely that lake does not have 
pearl-bearing mollusks, but he has enough pearls 
anyway.

With this book, he gives some of those pearls 
back—back to his medical and family descendants. 
I am quite sure that any reader will be mentally 
enriched by reading this memoir.

Dr Moffic is an award-winning psychiatrist who 
has specialized in the cultural and ethical aspects of 
psychiatry. A prolific writer and speaker, he received 
the one-time designation of being a Hero of Public 
Psychiatry from the Assembly of the American 
Psychiatric Association in 2002. He has recently been 
leading Tikkun Olam advocacy movements on cli-
mate instability, burnout, Islamophobia, and anti-
Semitism for a better world. He serves on the 
Editorial Board of Psychiatric TimesTM.❒

Table. Sample Pearls 

“Deceptively, history makes the present seem foreordained;
or so it may seem as we look back at our lives.” 

“It did not take me long to become aware that better
self-understanding meant more successful engagement in advocacy.” 

“Asserting my position, I found, often made me into an acquired taste.” 

Do you have an interesting hobby or travel 
experiences you’d like to share with your 
colleagues? Do you fi nd volunteer work 
fulfi lling and want to share what you’ve 

learned and what you do?

Psychiatric TimesTM is proud to present a 
new video series “More Than Medicine” 
to share the activities you and your col-
leagues enjoy when the clinical work is 
done—from riding horses to painting to 

building homes for the homeless. 

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

TELL US MORE
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The Trauma-Focused CBT and Family 
Acceptance Project: An Integrated 
Framework for Children and Youth
» Judith Cohen, MD; and Caitlin Ryan, PhD, ACSW

S exual and gender minority (SGM) youth ex-
perience the same types of traumas as their 
non-SGM peers, including child maltreat-

ment, domestic and community violence, acci-
dents, traumatic death, and separation. SGM youth 
are also at elevated risk for stressors common 
among minorities. Furthermore, these youth expe-
rience distinct ongoing stress related to discrimina-
tory societal, medical, educational, housing, em-
ployment and/or legal attitudes, norms and/or 
practices, among others. In addition, SGM youth 
are at increased risk for traumas that are specifi-
cally related to their sexual orientation, gender 
identity ,and/or expression. They may be bullied, 
sexually or physically assaulted, or rejected by 
their parents. Thus, these youth are at significantly 
greater risk for cumulative trauma exposure, and 
for developing the negative mental health and med-
ical problems related to stigma, minority stress, 
and trauma.

Trauma-Focused Cognitive 
Behavioral Therapy 
Trauma-focused cognitive behavioral therapy (TF-
CBT) is an evidence-based treatment for trau-
ma-impacted youth, aged 3 to 17 years, and their 
nonoffending parents or primary caregivers.1,2

With 23 randomized controlled trials assessing ef-
ficacy, TF-CBT has the strongest evidence for im-
proving youth posttraumatic stress disorder 

(PTSD) diagnosis or symptoms, as well as trau-
ma-related depressive, anxiety, behavioral, or 
cognitive difficulties.1

The TF-CBT model consists of 9 components 
summarized by the acronym PRACTICE; they 
compose 3 treatment phases (Table 1). Typically, 
TF-CBT treatment includes 12 to 15 sessions, with 
each phase lasting 4 to 5 sessions. For youth who 
develop complex PTSD reactions to multiple or 
interpersonal traumas, the enhancing safety com-
ponent is typically provided first, and the stabiliza-
tion/safety phase may be longer relative to the 
other 2 phases, taking up to half of the treatment 
sessions. Parent participation is an important part 

of TF-CBT, with youth and parent(s) seen individ-
ually for half of each treatment session; several 
conjoint youth-parent sessions are also included. 
Abusive or rejecting parents have not usually been 
included in TF-CBT treatment. These sessions typ-
ically use gradual exposure, ie, increasingly cali-
brated direct discussion about the youth’s trauma 
reminders or personal trauma experiences and use 
of skills to cope with these. Evidence-based psy-
chotherapies such as TF-CBT are the first-line 
treatment for youth with PTSD symptoms or other 
trauma-related difficulties.3

During a year-long learning community spon-
sored by the National Child Traumatic Stress Net-

Table 1. TF-CBT Components and Treatment Phases

Treatment components Treatment phases

1.  Psychoeducation 1.  Stabilization and skills

2.  Parenting skills 2.  Trauma narration and processing

3.  Relaxation skills 3.  Consolidation

4.  Affect modulation skills

5.  Cognitive coping skills

6.  Trauma narration and processing

7.  In vivo mastery

8.  Conjoint parent-youth sessions

9.  Enhancing safety
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work (NCTSN), TF-CBT was implemented with 
trauma-impacted SGM youth in order to modify 
the model for this population, collect data, and de-
velop an implementation manual to describe these 
modifications.  Family Acceptance Project (FAP) 
data so convincingly documented the impact of 
specific family rejecting and accepting behaviors 
on risk and well-being for SGM youth and pro-
vided an evidence-informed family intervention 
framework that TF-CBT developers made the de-
cision to include rejecting parents of SGM youth in 
TF-CBT treatment. FAP developer, Caitlin Ryan, 
PhD, ACSW, helped incorporate core FAP princi-
ples and strategies into the modified TF-CBT SGM 
implementation manual.4 This manual describes an 
integrated TF-CBT-FAP framework for SGM 
youth recovery from trauma, and it is now avail-
able at no cost to clinicians. 

For 1year, -long program, 32 clinicians from 12 
NCTSN sites used TF-CBT for trauma-impacted 
SGM youth in order to modify the model for this 
population, collect data, and develop an implemen-
tation manual to describe these modifications.5,6

The 24 youth—aged 8 to 12 years, with diverse 
gender identities and sexual orientations—experi-
enced significant improvement on the University 
of California, Los Angeles PTSD Reaction Index 
for DSM-5 from pre- to post-treatment (mean 
scores of 44.0 [severe] to 17.89 [normal]; t = 5.59; 
P < .0001). In a subsequent quality improvement 
study, 19 youth aged 10 to17 years who self-iden-
tified as SGM and received TF-CBT with these 

modifications experienced improvement in the 
Child PTSD Symptom Scale for DSM-5 from 
pre-to post-treatment (mean scores of 50.05 
[severe] to 26.21 [mild]; t = 7.65; P < .001).6

Exploring the Family Acceptance 
Project 
The FAP is a research, education, intervention, and 
policy initiative that was developed in 2002 by 
Ryan and colleague Rafael Diaz, PhD. The goal 
was to help families support their SGM children to 
reduce health risks and promote well-being in the 
context of their families, cultures, and faith com-
munities. FAP conducted the first comprehensive 
research on SGM youth and families and devel-
oped the first evidence-informed family support 
model for use in family guidance and treatment 
approaches for prevention, wellness, and care for 
SGM children and adolescents.7

FAP’s family support model is grounded in par-
ticipatory mixed methods research with diverse 
SGM youth and families. FAP’s research identified 
more than 100 specific behaviors that parents and 
caregivers use to express rejection and acceptance 
of their SGM children and measured these behav-
iors to show how they contribute to health risks and 
decreased well-being. FAP worked with racially, 
religiously, and linguistically diverse families and 
SGM youth to develop intervention strategies and 
multilingual research-based resources that can 
help families decrease rejection and increase sup-
port and acceptance for their SGM children. 

FAP’s family support model can be imple-
mented to reduce risk for suicidality, depression, 
illegal drug use, ejection and removal from the 
home; to decrease family rejection; and to promote 
well-being. FAP strategies and resources can be 
used in any setting and by families. Moreover, core 
FAP intervention components can be integrated 
into other models of treatment, prevention, and 
care—as was done to integrate FAP and TF-CBT 
to support recovery and promote well-being for 
SGM children and youth, whether or not trauma is 
related to the child or youth’s SGM identity.8

FAP’s family support model uses a strengths-
based and harm reduction framework to help parents, 
families, and caregivers understand sexual orientation 
and gender identity as components of child develop-
ment. It teaches them how specific reactions to their 
SGM child  affects the child’s well-being and impacts 
their child’s risk for suicide, depression, illegal drug 
use, and HIV  (Table 2). 

FAP has developed a series of research-based 
education materials to help parents understand the 
importance of family support, to guide behavioral 
change, and to educate extended family members 
as well as cultural and religious leaders. These re-
sources include: family intervention videos that 
portray how diverse families move from struggle to 
support of their SGM children; family education 
booklets that are best practice resources for suicide 
prevention for SGM youth9; assessment scales to 
measure growth and change; and a multilingual 
Healthy Futures poster series that tells the story of 
family acceptance and rejection, suitable for use in 
homes, congregations, and any other public, insti-
tutional and clinical settings (Figure 1).10

Family Rejecting Behaviors That Are 
Traumatic 
A critical element of FAP’s approach is helping 
parents and clinicians understand that family be-
haviors that reject a child’s core identity are trau-
matic and, combined with other trauma experi-
ences, can contribute to complex mental health 
issues. Like Adverse Childhood Experiences 
(ACEs), the family rejecting (and accepting behav-
iors) identified and measured in FAP’s research are 
predictive of risk for suicidal behavior, depression, 
illegal drug use, risky sexual behavior and de-
creased well-being in adulthood. But unlike ACEs, 

Figure 1. Healthy Poster Series10

Table 2. Components of the Family Acceptance Project’s Family Support Model

ASSESSMENT
Integrate FAP assessment questions 
and measures into intake process, 
individually for parent and child/
youth.

1.  Assessment occurs individually with the parent and child.

2.  Assess family strengths, identify cultural and religious 
values and beliefs.

3.  Assess knowledge and attitudes about sexual orientation 
and gender identity.

4.  Identify family behaviors toward LGBTQ/gender diverse 
child (rejecting + accepting behaviors) and underlying 
issues that affect capacity for family support.

PSYCHOEDUCATION
Psychoeducation should be ongoing 
to reframe parent’s perceptions of 
child/youth’s identity and to support 
positive behavioral change and 
affirmative parenting.

1.  Provide accurate information about sexual orientation, 
gender identity and child development. 

2.  Educate parents on the impact of family accepting/
rejecting behaviors on their child’s risk and well-being, 
aligned with the family’s cultural foundation.

3.  Educate child/youth to identify rejecting and accepting 
behaviors and impact on their risk behaviors and 
relationships.

4.  Family rejecting behaviors contribute to suicidality, self-
harming behaviors, depression, drug use, and risky sexual 
behaviors. 

5.  Family accepting behaviors protect against suicide, 
depression, and substance abuse, and promote overall 
health, self-esteem, and positive development.

COUNSELING AND SKILL BUILDING
Counseling is provided individually 
and for the parent and child together.

1.  Address underlying issues that impact family support.

2.  Provide counseling and family therapy that builds self‐
observation skills, increases empathy and communication, 
develops advocacy skills, and increases affirmative 
parenting and connectedness between parent and child. 

3.  Continue to assess growth and change.

PROVIDE ACCESS TO CULTURALLY 
RELEVANT PEER SUPPORT
Decrease isolation, increase peer 
support and reframe perceptions of 
child’s LGBTQ identity and life course

1.  Connect caregivers with other caregivers who are learning 
to support their SGM children, particularly parents who 
share language, cultures, and faith traditions to decrease 
the parent’s isolation and build a positive new reference 
group.
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these specific family rejecting behaviors are 
screened by few practitioners in SGM children and 
adolescents for these specific family rejecting be-
haviors. FAP’s family support model aligns these 
research findings with the parent’s underlying cul-
tural and religious values to support positive be-
havioral change.11,12

Parents are typically surprised to learn that these 
“well-meaning” behaviors to help their child fit in, 
have a good life, and be accepted by others are actu-
ally contributing to high levels of depression, suicid-
ality, substance use, and other adverse outcomes. Yet, 
all of the specific family rejecting behaviors studied 
by FAP focus on trying to change, prevent, deny, and 
minimize a child’s SGM identity. Caregivers who be-
lieve that being gay or transgender is wrong routinely 
engage in rejecting behavior at early ages that under-
mine their child’s self-worth, increase isolation and 
hopelessness, erode the parent-child bond, and sig-
nificantly increase the likelihood of suicidal and 
self-harming behaviors.

In aligning the FAP and TF-CBT models, the sig-

nificant benefits of integrating them became obvious. 
Applying core FAP strategies and resources in TF-
CBT enables clinicians to help parents understand the 
harmful impact of specific rejecting behaviors, such 
as preventing the youth from having an SGM friend 
or making them pray or attend religious services to try 
to change their SGM identity (Figure 2). FAP’s be-
havioral approach motivates parents to change harm-
ful rejecting behaviors and to engage in affirming 
behaviors that increase connectedness and reduce 
risk—even when they continue to believe that being 
gay or transgender is wrong. 

While the focus of treatment in TF-CBT re-
mains on the child or youth, FAP is expanding the 
focus on the critical role of family support. Efforts 
to change a child’s sexual orientation and gender 
identity expression are reinforced by social, cul-
tural, and religious norms and are transmitted inter-
generationally as a cultural default position. Help-
ing the parent understand, take responsibility for, 
and ask the child’s forgiveness for behaviors that 
have denigrated the child’s SGM identity becomes 

part of the transformative narrative of TF-CBT for 
both the child and the parent. 

Integrated Framework for Trauma
Recovery
TF-CBT and FAP’s integrated framework provides 
a pathway to healing and recovery that strengthens 
families and engages parents and caregivers as al-
lies, not adversaries, for their SGM children.

TF-CBT and FAP help the parent and child to cre-
ate meaning out of traumatic and harmful experiences 
and empower parents to nurture their SGM child. The 
COVID-19 pandemic has heightened vulnerability 
for SGM children and youth in numerous ways by 
confining them with rejecting and abusive family 
members, separating them from supportive peers and 
adults outside the home, and resulting in the sudden 
death of family members and cultural leaders. This 
combined treatment approach can play a crucial part 
of our national recovery.

Dr Cohen is the medical director of the Center for 
Traumatic Stress in Children & Adolescents at 
Allegheny General Hospital in Pittsburgh,, and pro-
fessor of Psychiatry at Drexel University College of 
Medicine in Philadelphia. Dr Ryan is the director of 
the Family Acceptance Project at San Francisco State 
University. A clinician and researcher with more than 
40 years of experience working on LGBTQ health is-
sues, she and her colleagues conducted the first re-
search on LGBTQ youth and families and developed 
the first evidence-informed family support model to 
help diverse families to support their LGBTQ children. 
Dr Cohen receives grant funding from the Substance 
Abuse and Mental Health Services Administration 
and the National Institute of Mental Health, and roy-
alties from Guilford Press, Up To Date, and the 
Medical University of South Carolina. 
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Figure 2. Statements and Actions That Undermine LGBTQ Children’s Mental Wellbeing
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Fertility Considerations for Transgender and 
Nonbinary Youth: Opportunities for Psychiatrists
» Diane Chen, PhD; and Leena 
Nahata, MD

F ertility considerations in the 
context of gender-affirming 
medical care for transgender 

and nonbinary (TNB) youth have 
garnered increasing attention in re-
cent years, given the potential for 
treatments affecting fertility and the 
expanding availability of fertility 
preservation interventions.1,2 The 
World Professional Association for 
Transgender Health and the Endo-
crine Society recommend fertility 
counseling, including discussions 
about fertility preservation, as part 
of the informed consent process for 
treatment with pubertal suppression 
and gender-affirming hormones 
(GAH).3,4 Despite these recommen-
dations, there is little direct guid-
ance about fertility counseling for 
clinicians. Reported rates of fertility 
preservation among TNB youth in 
the United States remains low, rang-
ing from 2.7% to 4.7%, in contrast 
to relatively higher rates of TNB 
youth reporting the desire to have 
genet ical ly related chi ldren  
(24%-36%).5-9 

There is no consensus among 
TNB youth and their families re-
garding who is best positioned to 
provide fertility counseling in the 
context of initiating gender-affirm-
ing medical interventions.10 In one 
study, many families identified the 
physician prescribing hormones as 
potentially the most knowledgeable 
about the effects of puberty suppres-
sion and GAH on fertility, but men-
tal health clinicians were also high-
lighted as key individuals who can 
help TNB youth explore their atti-
tudes and values related to fertility 
and family planning and support 
youth and their families in treatment 
decision-making.10 

Given that interdisciplinary care, 
including mental health clinicians, 
is recommended for TNB minors 
seeking gender-affirming medical 
interventions, psychiatrists and 
other mental health clinicians are 
uniquely positioned to participate in 
the fertility counseling process. Yet, 
many mental health clinicians report 
they lack an understanding of the 
fertility implications of gender-af-
firming hormonal care, which inter-
feres with their ability to effectively 

counsel their patients.11,12 

Pubertal  Suppression and 
Gender-Affirming Hormones
Gender-affirming medical interven-
tions are offered to TNB youth based 
on their age, pubertal stage, and treat-
ment goals. TNB youth in the early 
stages of puberty may be prescribed 
gonadotropin-releasing hormone an-
alogues (GnRHa) for pubertal sup-
pression. GnRHa prevent unwanted 
secondary sex characteristics by sus-
pending pubertal development 
through suppression of the hypotha-
lamic-pituitary-gonadal axis. This 
prevents endogenous gonadal sex 
hormone production. If GnRHa are 
discontinued, the hypothalamic-pitu-
itary-gonadal axis reactivates, and 
endogenous puberty progresses. 

GnRHa have been used in other 
populations (eg, children with preco-
cious puberty) with no known fertil-
ity impairment. Pubertal develop-
ment, however, is necessary for 
sperm production and egg matura-
tion, and it is typically not until the 
later stages of puberty that mature 
sperm and eggs are present.2 Thus, 
TNB youth receiving GnRHa in early 
puberty, as recommended by current 
standards of care, will likely not have 
mature gametes at the time of Gn-
RHa treatment initiation.3,4 This is 
important because the vast majority 
of TNB youth receiving pubertal sup-
pression treatment do not discontinue 
treatment before starting GAH.13 
There is no research examining long-
term fertility outcomes in TNB indi-
viduals who are treated with GnRHa 
in early puberty and then go on to 
initiate GAH, and thus, do not prog-
ress in their endogenous puberty. In 
this population, clinicians cannot 
predict fertility potential, either natu-
rally or with assisted reproductive 

technologies.
TNB adolescents presenting for 

care in later puberty may be pre-
scribed GAH to induce secondary 
sex characteristics aligned with their 
gender identity, such as testoster-
one-mediated changes like facial hair 
and voice deepening and estro-
gen-mediated changes like breast de-
velopment. Research on the effects 
of GAH on fertility in late pubertal or 
postpubertal TNB youth is mixed. 
Study results of transgender men 
treated with testosterone showed 
changes in ovarian histology, includ-
ing stromal hyperplasia, increased 
collagenization, and morphology 
consistent with polycystic ovarian 
syndrome.1 However, implications of 
these changes on actual fertility and 
live birth rates are unclear. Case re-
ports have shown transgender men 
(average age,  28.3 years ± 6.7 years) 
who discontinued testosterone treat-
ment after an average of 44 months 
(SD = 31 months) prior to undergo-
ing ovarian stimulation for egg re-
trieval had a similar number of oocytes 
retrieved compared with cisgender 
women.14 Furthermore, there are sev-
eral reported cases of transgender 
men experiencing unplanned preg-
nancy while taking testosterone, sug-
gesting that ovulation is possible 
even when menses is suppressed.15,16 
Results from a recent case study 
also suggest ovarian stimulation for 
oocyte retrieval without discontin-
uing testosterone therapy may be 
possible.17 

Research shows that estrogen ex-
posure can impair spermatogenesis, 
although long-term studies in TNB 
populations have been limited. 
Among cisgender men, studies of es-
trogen-secreting tumors show that 
sperm production is possible after 
tumor removal, even months to years 

after abnormal hormone function, 
whereas results of studies of high-
dose estrogen to treat prostate dis-
ease show associations with azo-
ospermia and testicular atrophy, with 
variable reversibility.1 Research among 
transgender women has shown a re-
duction in testicular volumes and dam-
age to sperm production after initiat-
ing estrogen therapy. However, it 
remains unclear whether these semen 
parameters improve after discontinu-
ing estrogen.18,19

Fertility Preservation  
Interventions
A range of fertility preservation in-
terventions is available to TNB indi-
viduals depending on designated sex 
at birth and pubertal stage.2 For TNB 
individuals designated male at birth, 
sperm cryopreservation is a safe, es-
tablished, and cost-effective fertility 
preservation method. Although non-
invasive retrieval methods are typi-
cally recommended (ie, masturba-
tion), sperm may also be retrieved 
surgically among individuals for 
whom masturbation is not desired 
due to gender dysphoria.20 Oocyte 
and embryo cryopreservation are es-
tablished options for postmenar-
cheal TNB individuals. Egg retrieval 
requires approximately 2 weeks of 
daily hormone injections to stimu-
late follicular development, trans-
vaginal or abdominal ultrasounds 
monitoring, and transvaginal oocyte 
collection conducted under con-
scious sedation. 

Mature gametes are not usually 
present before mid to late puberty. 
In cases in which fertility preserva-
tion may be desired before gamete 
maturation or when gamete matura-
tion is not expected due to GnRHa 
treatment in early puberty, cryopres-
ervation of immature gonadal tissue 
may be an option under an experi-
mental institutional review board 
protocol. However, these options 
must be discussed carefully with 
families of minors, given that no live 
human births have been reported 
with testicular tissue, and removal 
of an ovary has implications for fu-
ture fertility. Further, immature go-
nadal tissue cryopreservation with 
consecutive in vitro maturation has 
some demonstrated success in ani-
mal models but has yet to be proven 
in humans. 

Table. Reasons Fertility Counseling for TNB Youth Is Complex

  There is limited and conflicting research on the effects of gender-
affirming medical interventions on fertility.

  Pediatric fertility preservation options and assisted reproductive 
technologies are rapidly evolving.

  TNB youth must consider their parenting desires during a developmental 
stage at which they may not be ready to engage in family building 
discussions.

  Impaired fertility affects future quality of life rather than current 
functioning or survival.

  TNB youth and their parents may disagree about fertility preservation, 
raising ethical issues related to patient autonomy in the case of minors.
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SEXUAL AND GENDER MINORITIES

CASE VIGNETTE 1

“Peyton,” a 15-year-old transgender 
boy, presents to an interdisciplinary 
gender health clinic with his parents 
to discuss starting testosterone. Pey-
ton experienced worsening gender 
dysphoria as he began menstruating. 
Peyton and his parents are well in-
formed about the effects of testoster-
one, including that its effects on fu-
ture fertility are somewhat unclear 
and understudied. During the clinic 
visit, the team introduces fertility 
preservation as an option. Peyton re-
sponds, “I’m not interested in pre-
serving my fertility. I don’t think I 
want kids and I know I never want to 
be pregnant, so I’ll just adopt if I 
change my mind about kids in the 
future.”

CASE VIGNETTE 2

“Ashley,” a 16-year-old transgender 
girl, has received care at a gender 
health clinic for the past 6 months. 
She initiated care with her parents to 
discuss estrogen therapy for gender 
affirmation. Ashley’s parents have 
refused to consent for estrogen un-
less she agrees to complete sperm 
cryopreservation before starting hor-
mones. Ashley tearfully shares with 
the team, “I just don’t think I can give 
a semen sample. I’m so uncomfort-
able in my body.” 

Best Practices for Fertility 
Counseling 
Fertility counseling for TNB youth is 
complex for a number of reasons 
(Table). To provide comprehensive 
fertility counseling across the treat-
ment continuum, psychiatrists and 
other mental health clinicians caring 
for TNB youth must be aware of the 
known and unknown effects of gen-
der-affirming medical interventions 
on fertility, various fertility preserva-
tion options, and new developments 

in reproductive technology. 
Given the known and unknown 

effects of pubertal suppression and 
GAH on fertility, counseling is rec-
ommended preceding treatment and. 
Because fertility preservation is pos-
sible even after starting gender-af-
firming medical interventions, coun-
seling should continue on an ongoing 
basis thereafter. Initial counseling 
should focus on the effects of GnRHa 
on gametogenesis and the effects of 
GAH on fertility because most youth 
starting GnRHa progress on to GAH. 
Issues like the potential effects of 
hormones on fertility and the revers-
ibility of any fertility impairment if 
hormones are discontinued should be 
discussed prior to initiating testoster-
one or estrogen. Because fertility im-
pairment is not absolute with GAH, 
the need for contraception to prevent 
undesired pregnancy should also be 
highlighted. Importantly, TNB youth 
and families should be informed that 
there have been no prospective stud-
ies examining the effects of long-
term (ie, started in adolescence) 
GAH use on fertility or in those 
treated with GnRHa in early puberty 
followed by GAH.

Counseling about fertility preser-
vation should include a comprehen-
sive discussion of what options exist; 
what each option entails (eg, potential 
risks, the process for obtaining mature 
gametes, what is needed to use pre-
served gametes in the future, cost); the 
timeframe for completing fertility 
preservation in the context of gen-
der-affirming medical care; and how 
long GAH will need to be discontin-
ued to pursue fertility preservation 
(which can be widely variable) in the 
case that someone has already started 
GAH. Potential risks and adverse ef-
fects may be physical (eg, ovarian hy-
perstimulation syndrome) or psycho-
logical (eg, potential worsening of 
gender dysphoria) in nature, and both 
are equally important to consider. Fur-
thermore, it is important for TNB 
youth considering fertility preserva-
tion to understand the likelihood of a 
future live birth given the number of 
mature oocytes or amount of semen 

obtained, as completing fertility pres-
ervation does not guarantee geneti-
cally related children. Also, given re-
search showing that over 50% of adult 
TNB individuals desire children, in-
troducing the possibility that a youth’s 
current parenthood desires may 
change over time is also a crucial as-
pect of fertility counseling.1

Concluding Thoughts
In summary, fertility discussions 
should occur within medical and 
mental health visits with TNB youth, 
both early and ongoing. Psychiatrists 
and other mental health clinicians are 
uniquely positioned to counsel TNB 
youth and their families about fertil-
ity, with particular attention to devel-
opmental considerations, navigating 
complex discussions when parents 
and youth disagree, and future plan-
ning, including exploring the possi-
bility of future infertility-related re-
gret. Individual, family, and cultural 
factors should be considered, with 
the ultimate goal of empowering 
TNB youth to make informed deci-
sions and minimize future regret. 

Dr Chen is a pediatric psychologist in 
the Pritzker Department of Psychiatry 
and Behavioral Health and director of 
Behavioral Health in the Potocsnak 
Family Division of Adolescent & Young 
Adult Medicine at the Ann & Robert H. 
Lurie Children’s Hospital of Chicago. 
She is also associate professor of 
Psychiatry and Behavioral Sciences, 
and Pediatrics, at Northwestern 
University Feinberg School of 
Medicine. Dr Nahata is a pediatric en-
docrinologist at Nationwide Children’s 
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Clinical Pediatrics at the Ohio State 
University College of Medicine. She is 
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Abigail Wexner Research Institute.  

REFERENCES
1. Nahata L, Chen D, Moravek MB, et al. Understudied 
and under-reported: fertility issues in transgender 
youth-a narrative review. J Pediatr. 2019;205:265-271. 
2. Finlayson C, Johnson EK, Chen D, et al. Proceed-
ings of the working group session on fertility preser-
vation for individuals with gender and sex diversity. 
Transgend Health. 2016;1(1):99-107.

3. Coleman E, Bockting W, Botzer M, et al. Standards 
of care for the health of transsexual, transgender, and 
gender-nonconforming people, version 7. Int J Trans-
gend. 2012;13(4):165-232.
4. Hembree WC, Cohen-Kettenis PT, Gooren L, et al. 
Endocrine treatment of gender-dysphoric/gender-in-
congruent persons: an endocrine society clinical 
practice guideline. J Clin Endocrinol Metab. 
2017;102(11):3869-3903.
5. Chen D, Simons L, Johnson EK, et al. Fertility pres-
ervation for transgender adolescents. J Adolesc 
Health. 2017;61(1):120-123.
6. Nahata L, Tishelman AC, Caltabellotta NM, Quinn 
GP. Low fertility preservation utilization among trans-
gender youth. J Adolesc Health. 2017;61(1):40-44.
7. Wakefield BW, Boguszewski KE, Cheney D, Taylor 
JF. Patterns of fertility discussions and referrals for 
youth at an interdisciplinary gender clinic. LGBT 
Health. 2019;6(8):417-421.
8. Strang JF, Jarin J, Call D, et al. Transgender youth 
fertility attitudes questionnaire: measure development 
in nonautistic and autistic transgender youth and their 
parents. J Adolesc Health. 2018;62(2):128-135.
9. Chen D, Matson M, Macapagal K, et al. Attitudes 
toward fertility and reproductive health among trans-
gender and gender-nonconforming adolescents. J 
Adolesc Health. 2018;63(1):62-68.
10. Quain KM, Kyweluk MA, Sajwani A, et al. Timing 
and delivery of fertility preservation information to 
transgender adolescents, young adults, and their 
parents. J Adolesc Health. 2021;68(3):619-622. 
11. Chen D, Kolbuck VD, Sutter ME, et al. Knowledge, 
practice behaviors, and perceived barriers to fertility 
care among providers of transgender healthcare. J 
Adolesc Health. 2019;64(2):226-234.
12. Tishelman AC, Sutter ME, Chen D, et al. Health 
care provider perceptions of fertility preservation bar-
riers and challenges with transgender patients and 
families: qualitative responses to an international 
survey. J Assist Reprod Genet. 2019;36(3):579-588.
13. Brik T, Vrouenraets LJJJ, de Vries MC, Hannema 
SE. Trajectories of adolescents treated with gonado-
tropin-releasing hormone analogues for gender dys-
phoria. Arch Sex Behav. 2020;49(7):2611-2618.
14. Leung A, Sakkas D, Pang S, et al N. Assisted re-
productive technology outcomes in female-to-male 
transgender patients compared with cisgender pa-
tients: a new frontier in reproductive medicine. Fertil 
Steril. 2019;112(5):858-865. 
15. Light A, Wang LF, Zeymo A, Gomez-Lobo V. Fami-
ly planning and contraception use in transgender 
men. Contraception. 2018;98(4):266-269.
16. Light AD, Obedin-Maliver J, Sevelius JM, Kerns 
JL. Transgender men who experienced pregnancy 
after female-to-male gender transitioning. Obstet 
Gynecol. 2014;124(6):1120-1127.
17. Gale J, Magee B, Forsyth-Greig A, et al. Oocyte 
cryopreservation in a transgender man on long term 
testosterone therapy: a case report. F&S Reports.
Published online February 20, 2021.
18. Barnard EP, Dhar CP, Rothenberg SS, et al. Fertil-
ity preservation outcomes in adolescent and young 
adult feminizing transgender patients. Pediatrics. 
2019;144(3):e20183943. 
19. Jiang DD, Swenson E, Mason M, et al. Effects of 
estrogen on spermatogenesis in transgender wom-
en. Urology. 2019;132:117-122. 
20. Johnson EK, Finlayson C. Preservation of fertility 
potential for gender and sex diverse individuals. 
Transgend Health. 2016;1(1):41-44. ❒

In Case You Missed These on PsychiatricTimes.com

LGBTQ Mental Health: What Every 
Clinician Needs to Know

Albina Veltman, MD; Tara La Rose, MSW, PhD, RSW

www.psychiatrictimes.com/view/lgbtq-mental-
health-what-every-clinician-needs-know

Special Issues in LGBTQ
Geriatric Psychiatry

Kevin K. Johnson, MD

www.psychiatrictimes.com/schizophrenia/
adjunctive-cannabidiol-therapy-schizophrenia

Cultural Competence and LGBT
Issues in Psychiatry
Vernon A. Rosario, MD, PhD

www.psychiatrictimes.com/view/cultural-
competence-and-lgbt-issues-psychiatry

PSY0621_018-019_SR-Chen.indd   19 5/26/21   8:50 AM



Psychiatric Communities
JUNE 2021 w w w.p s yc hia t r i c t ime s .c om

20

» Paul Noufi, MD; and Maryland 
Pao, MD

The English word pain is derived 
from the Latin word  poena, 
meaning penalty or punish-

ment. Because of the intrinsically 
intimate and subjective nature of 
pain, philosophers and medical pro-
viders struggle to find a definitive 
definition of the word. It is variable 
through references, authors, and 
times, with conceptualizations fo-
cusing alternately on the biomedical, 
emotional, or behavioral compo-
nents of the phenomenon. The phi-
losopher René Descartes’ mechanis-
tic conceptualization of pain as a 
sensation, where the animal merely 
reacts to the noxious stimulus, dom-
inated scientific and folk beliefs 
about pain into the mid-20th cen-
tury.1 The more modern emergence 
of the concept of being-in-pain, 
which includes the subjectivity of 

the individual in the experience, 
opens the door for a bigger involve-
ment of mental health professionals 
in pain management. 

To conceptualize this understand-
ing, the International Association for 
the Study of Pain coined a new defi-
nition of pain in 1979: “unpleasant 
sensory and emotional experience 
associated with actual or potential 

tissue damage or described in terms 
of such damage.”2 This flexible defi-
nition acknowledges the sensory, 
cognitive, affective, and motiva-
tional processes that influence the 
experience of pain and allows for a 
broader exploration of its subjectiv-
ity. It trades a purely neurological 
view for a more holistic conceptual-
ization that considers the totality of 
the pain and, more importantly, of 
the patient.3

The differentiation between acute 
and chronic pain has proven to be 
clinically useful for tailoring inter-
ventions. Traditionally, the distinc-
tion between acute and chronic pain 
has relied upon a single continuum 
of time, with the designation of an 
arbitrary interval as a transition 
point, most commonly between 3 
and 6 months. Another way to char-
acterize chronic pain is pain that ex-
tends beyond the expected period of 
healing—assuming one knows what 
that should be. 

Both acute and chronic pain are 
major public health problems with 
high health care costs and resource 
requirements. According to a study 
published in 2012, the conservative 
estimate of the health care cost of 
pain is around $560 to $635 billion 
annually, which is significantly 
greater than that of heart disease, 
cancer, or even diabetes mellitus.4

Because of this high prevalence and 
significant morbidity, pain has 
earned the designation of “the fifth 
vital sign.”

Despite these tremendous ex-

penses and heroic efforts (using so-
phisticated technology, biomedical 
advances, and ever-growing re-
search), most pain conditions have 
no final options for a cure. The only 
potent analgesics available are opi-
oids, which can be problematic 
given the current opioid epidemic in 
Western countries. However, with 
the broader and multifaceted under-
standing of pain, patient care has 
moved from a focus on eradicating 
pain, as based on objective pain 
scores, to improving the patient’s 
quality of life, while simultaneously 
decreasing pain to a level that is ac-
ceptable to the individual patient. To 
achieve this goal, the clinical inte-
gration of mental health providers in 
pain management teams has become 
more widespread. 

The Relationship Between 
the Experience of Pain and 
Mental Health
If we agree with Ludwig Wittgen-
stein, PhD, who posited that “words 
are connected with the primitive, the 
natural expressions of the sensations 
and are used in their place,”5 it is not 
hard to see that even in the everyday 
language about pain, there exists a 
significant overlap between the 
purely physical experience of pain 
and the consequent subjective emo-
tional aspects that arise with it. It 
might even seem that the connection 
transcends all elaborate philosophi-
cal theories and is deeply felt and 
expressed on an instinctual level. The 
most obvious example of the connec-
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“Brain activity can be understood, that is, has meaning, only to the extent that it is 
a representation of the state of the body, of the external world, or of a potential 
behavior. Just as it would be pointless to analyze a book by investigating the 
chemical composition of paper and ink, a reductionist analysis of brain activity, 
that is, taking it apart and analyzing its nucleic acids, enzymes, receptors, and ion 
channels, fails to explain what brain activity accomplishes. The neuroscience of 
meaning requires experiments that study brain activity as the body moves through 
the world or as people describe their experience.”

- Howard Fields, Setting the Stage for Pain: Allegorical Tales From Neuroscience

Figure 1. Common Brain Areas Implicated in Both Pain and 
Pleasure Processing7
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tion is that expressions like “broken-
hearted” or “a slap in the face” are 
often used in multiple languages to 
describe experiences of physical as 
well as emotional, psychological, or 
even spiritual suffering.

This intimate and intricate rela-
tionship is also well understood even 
if one chooses to look at it from a 
purely neurobiological perspective. 
Although pain might initially origi-
nate from peripheral sensory recep-
tors, the experience of pain is not 
complete without the modulatory in-
volvement of the central nervous sys-
tem.6 Afferent stimuli from the thala-
mus, the limbic system, and cortical 
structures like the frontal lobe and 
the somatosensory cortex amplify or 
diminish the peripheral painful stim-
uli and add a subjective emotional 
component to the sensation. Func-
tional imaging techniques and direct 
brain stimulation studies have dem-
onstrated a striking overlap between 
central structures implicated in the 
processing of pain and reward (Fig-
ure 1).7 In addition, recent studies 
have described how chronic pain 
changes grey matter in the brain, re-
sulting in secondary psychiatric symp-
toms and disorders. These studies thus 
emphasize a bidirectional relation-
ship between pain and psychiatric 
disorders.8 

An individual’s experience of pain 
cannot be understood in a sterile con-
text. With this conceptualization 
comes the possibility of applying 
psychological principles to the treat-
ment of pain. Cognitive behavioral 
theories of pain are based on the 
premise that cognitions, emotions, 
behaviors, and physical sensations are 
all interrelated and exist within a par-
ticular context.9 Psychologists ob-
serve that changes in any of these areas 

can have wide-ranging influences 
through a circular effect on each 
other. 

The diagram in Figure 2 illus-
trates how the different components 
of cognitive behavioral therapy 
(CBT) interact with each other to cre-
ate vicious cycles, which in turn can 
cause a clinical increase in symp-
toms. From an interpersonal perspec-
tive, it is also clear that persistent 
personality traits can influence the 
subjective experience and expression 
of pain. Specific defensive and cop-
ing styles in an individual may create 
a particular and sometimes stereo-
typed experience of pain.10 Finally, 
although there is limited interest in 
the psychodynamic perspective of 
pain, multiple authors have argued 
that patients communicate on mul-
tiple conscious and unconscious 
levels through bodily manifesta-
tions, and that pain expressions hold 
symbolic latent meanings that war-

rant psychological and psychoana-
lytic exploration.11 

The Empirical Evidence for 
an Interdisciplinary  
Approach to Chronic Pain
From a more practical standpoint, 
evidence-based medicine shows a 
significant association between pain 
and mental health disorders and 
symptoms. There exists a statistically 
important comorbidity between 
acute and chronic pain and depres-
sive disorders, anxiety disorders, 
substance use disorders, and person-
ality disorders.12,13 Empirical evi-
dence shows higher efficacy for the 
multidisciplinary and interdisciplin-
ary management of pain that is based 
on the biopsychosocial model, which 
combines physical therapy, pain 
management by medication, patient 
education, ergonomic training, psy-
chiatric treatment, and psychother-
apy, among others. These interven-
tions have shown significant results 
on the ratings of pain intensity scores, 
as well as on the quality-of-life mea-
sures that encompass both mental 
health and the functional impacts.14,15 

The Role of the Consulta-
tion-Liaison Psychiatrist in 
the Management of Pain 
Consultation-liaison (C-L) psychia-
trists are key members and leaders of 
interdisciplinary pain management 
teams. Psychiatry residents get the 
most training in pain management 
during the substance abuse/addic-
tions (60%) and the C-L psychiatry 
(57%) rotations.16 

C-L psychiatrists are uniquely 
qualified to help patients with pain 
and play an important role in the pain 
management team. Although most 
primary care physicians and medical 

specialists can diagnose and initiate 
the treatment of psychiatric disor-
ders, C-L subspecialists can diagnose 
more subtle and complex mood or 
anxiety disorders, substance use dis-
orders, or personality disorders in a 
general medical setting. They can 
also participate in the pharmacologi-
cal and even interventional manage-
ment of pain, detect possible drug-
drug interactions in these medically 
complex patients, and screen for pos-
sible medication side effects. 

In addition, as the name of the 
specialty reveals, C-L psychiatrists 
are experts in bridging the gap be-
tween the patient and the other medi-
cal teams. They can relay messages 
in an empathic and understanding 
way and bring the goals of treatment 
into alignment with the patient’s val-
ues, preferences, and styles. Their 
integrated view of patients allows for 
reflection on behavioral, interper-
sonal, and psychodynamic formula-
tions of the patient’s pain experience 
that can be communicated to the 
team to personalize the treatment and 
thus improve the quality of the care. 
Figure 3  details the separate and 
overlapping roles of the pain special-
ist and the C-L psychiatrist.

Exploring the Future of C-L 
Psychiatry Within Pain 
Management Teams
In 2019, a study published in Pain 
Medicine showed a national im-
provement of pain education in psy-
chiatry training.17 The investigators 
found that more than two-thirds 
(70%) of program directors sup-
ported having psychiatry residents 
receive education and training in 
chronic pain management. This is a 
significant improvement from the 
less than 50% found in the 2012 

Figure 2. The Application of Cognitive-Behavioral Theory on 
the Experience of Pain

Figure 3. The Separate and Overlapping Roles of the Pain Specialist and the Consultation-
Liaison Psychiatrist
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survey by Hagstrom et al.16 
The increase in pain management education is not limited 

to psychiatry residency; it also currently includes more con-
tinuing medical education (CME) focused on psychiatric as-
pects of pain, medication management of pain, meditation, 
CBT, and other strategies.18 This is particularly true for C-L 
psychiatrists, whose national professional organization, the 
Academy of Consultation-Liaison Psychiatry, specifically in-
cludes CME for chronic pain as well as special interest groups 
for palliative medicine, addiction and toxicology, and collab-
orative and integrated care, among others.19 

Overall, the future of this integrated approach to pain with 
the inclusion of C-L psychiatrists looks bright. Encouraging 
systemic changes are starting to occur, including changes to 
reimbursement for medical services (meaning procedural and 
nonprocedural pain interventions will be more equally com-
pensated). They also include changes to the referral processes 
between specialists, making the processes more efficient and 
allowing the emergence of bigger interdisciplinary teams.

We believe that an integrated treatment actively involves 
C-L psychiatry which, in the words of Elman et al, constitutes 
the final missing P in the management of pain,20 and which can 
significantly improve health outcomes and the quality of life 
of this patient population.

Dr Noufi is a consultation-liaison psychiatrist and palliative 
care fellow at MedStar Washington Hospital Center in 
Washington, DC. Dr Pao is clinical and deputy scientific director 
of the National Institute of Mental Health and the National 
Institutes of Health, and acting clinical director of the National 
Center for Complementary and Integrative Health, all in 
Bethesda, MD.
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CASE VIGNETTE

“Hilda” is a Black female aged 42 years, with a history of schizophrenia and catatonia. She was  
aged 26 years at the onset of her psychotic illness. She had several inpatient psychiatric hospi-
talizations during the first 3 years of her illness but none in the past 14 years. Hilda has experi-
enced prolonged remission of catatonia and of positive symptoms of psychosis, and she has 
minimal residual negative symptoms following treatment with a long-acting injectable antipsy-
chotic medication. She has hypertension and diabetes but no substance use disorder comorbid-
ity. For the past 5 years, Hilda has had full-time employment, bought a vehicle, has been in a ro-
mantic relationship, and lives independently. She is planning to pursue online coursework toward 
completion of a bachelor’s degree and feels satisfied with her life.

Would this scenario be the same if Hilda 
were Harry? In other words, do women 
with schizophrenia have more favorable 
disease courses and overall outcomes than 
men?1 Several studies have examined sex-
outcome differences in patients with first-
episode psychosis (FEP), with inconclu-
sive results. However, no studies have 
specifically explored long-term differences 
in male vs female patients with FEP after 
being discharged from a psychosis early 
intervention service (EIS). 

In general, it is believed that short- and 
long-term outcomes in schizophrenia may 
differ between the sexes.2,3 To explore long-
term sex differences in patients with FEP, 
Ayesa-Arriola and colleagues4 looked at 
several outcomes (clinical, functional, cog-
nition, and treatment), as well as sex differ-
ences in the maintenance of benefits of EIS 
treatment after patients were transferred to 
regular care. 

Ayesa-Arriola et al obtained data from 
the First Episode Psychosis Clinical Pro-
gram (Program of Attention and Interven-
tion First-Episode Psychosis [PAFIP] and 

PAFIP-10) studies,5 which are incidence 
and 10-year follow-up studies of partici-
pants with FEP who presented to a local 
catchment area with an EIS service in Can-
tabria, Spain, after February 2001. Patients 
received 3 years of evidence-based, phase-
specific early intervention for psychosis: 
low-dose antipsychotic medication, pa-
tient and family psychoeducation, and sup-
port for functional recovery. All partici-
pants had experienced their first episode of 
nonaffective psychosis as classified by 
DSM-IV; were aged between 15 and 60 
years; lived in the catchment area; and had 
a total lifetime antipsychotic treatment of 
< 6 weeks. Individuals with drug or alcohol 
dependence, intellectual disability, or a his-
tory of neurological disease or head injury 
were excluded.

The same senior consultant psychiatrist 
interviewed patients at baseline and at fol-
low-up intervals of 1, 3, and 10 years post 
baseline. Clinical symptoms were assessed 
using the Scales for the Assessment of Pos-
itive and Negative Symptoms (SAPS and 
SANS), the Brief Psychiatric Rating Scale, 
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Table 1. Men and Women Compared at 10-Year Reassessment

WOMEN WOMEN WOMEN WOMEN WOMEN

70%

38%

63%

45%

4%

LIVING INDEPENDENTLY OF PARENTS HAD A PARTNER SCHIZOPHRENIA DIAGNOSIS TOBACCO USE CANNABIS USE

MEN MEN MEN MEN MEN

45%

26%

84%

61%

12%

and the Calgary Depression Scale for 
Schizophrenia. Global functioning 
was measured using the Disability 
Assessment Scale. An assessment of 
global cognitive function was also 
performed. Recovery, defined as 
symptomatic remission and adequate 
psychosocial function at 1, 3, and 10 
years following FEP, was determined 
based on SANS and SAPS scale 
scores. Data on relapses, mean anti-
psychotic daily doses, and extrapyra-
midal symptoms were also obtained. 
General linear models with repeated 
measures of analysis of covariance 
were conducted to test longitudinal 
outcomes of males vs females. Ka-
plan-Meier survival analysis was 
used to examine the relationship be-
tween relapse and time.

Baseline PAFIP measures were 
available for 379 patients (male, n = 
179; female, n = 128). Of these, 297 
were retested by in-person interview 
at 1 year post baseline; 259 at 3 years 
post baseline; and 209 between ap-
proximately 8 and 16 years post base-
line (for 26 of the 209, interviews 
were completed by mail or tele-
phone). Individuals who did not com-
plete the study had significantly 
lower education, lived in urban areas, 
were unemployed, and used canna-
bis. There was a trend toward higher 
participation by women vs men in the 
10-year reassessment. 

When comparing baseline charac-
teristics for those who completed the 
10-year reassessment, females were 
significantly older at illness onset 
than males (mean age, 31 vs 27 

years); had higher premorbid func-
tioning, IQ, and education; and were 
more likely to be living indepen-
dently of parents, be employed, and 
have a partner and children. Schizo-
phrenia diagnosis and alcohol and 
cannabis use were more frequent 
among men (Table 1). 

Clinical, functional, neuropsycho-
logical, and antipsychotic treatment 
information over the 10-year follow-
up period were available for 151 pa-
tients (male, n = 66; female, n = 85). 
Women showed greater improve-
ments in negative symptoms than 
males. No sex differences were found 
in Disability Assessment Scale or 
Global Cognitive Functioning scores. 
Survival curves showed that most re-
lapses occurred during the first 3 
years of follow-up, with no signifi-
cant differences between females and 
males. Symptomatic and functional 
recovery was significantly more 

Table 2. Symptomatic and Functional Recovery in Men and Women

WOMEN

37%

50%
47%

WOMEN WOMEN

1 YEAR POST BASELINE 3 YEARS POST BASELINE 5 YEARS POST BASELINE

MEN

22%

31% 34%

MEN MEN

likely in females at 1 year and 3 
years, but not at 10 years (Table 2). 
Women used significantly lower 
therapeutic antipsychotic dosages, 
but antipsychotic doses increased 
over time following discharge from 
EIS. Males and females did not sig-
nificantly differ in the occurrence of 

extrapyramidal symptoms. 
The authors concluded that better 

outcomes for women were found af-
ter 3 years of treatment at an EIS 
were underpinned by more favorable 
premorbid and baseline characteris-
tics. After an average of 10 years of 
treatment, they found that outcomes 
for women and men converged, ex-
cept for the course of negative symp-
toms. Dose size of antipsychotic 
medications increased in both sexes 
once patients were discharged from 
the EIS program and moved into 
community-based services. 

No other published longitudinal 
studies have explored sex differences 
in long-term outcomes, which is a 
strength of this investigation. How-
ever, relative contributions of bio-
logical (eg, estrogen), psychosocial, 

Sex differences in schizophrenia have 
been an important area of research. 

However, long-term sex differences in 
outcomes following a first episode of 
psychosis have not been explored.

and environmental factors on sex dif-
ferences and their interplay were not 
explored, which is a limitation the 
authors noted.

Concluding Thoughts
Better outcomes seen among women 
during the first 3 years after FEP oc-
curred in the context of more favor-
able premorbid and baseline charac-
teristics. After an average of 10 years 
of follow-up, with the exception of 
negative symptoms, outcomes for 
women approximated those for men.

Dr Miller is professor in the 
Department of Psychiatry and Health 
Behavior, Augusta University, 
Augusta, Georgia. He is on the 
Editorial Board and serves as the 
schizophrenia section chief for 
Psychiatric TimesTM. The author re-
ports that he receives research sup-
port from Augusta University, the 
National Institute of Mental Health, 
the Brain and Behavior Research 
Foundation, and the Stanley Medical 
Research Institute.
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War—What Is It Good For?
Perhaps Modern Psychopharmacology 
» Wallace B. Mendelson, MD

Modern psychiatry—and mod-
ern psychopharmacology—is 
a relatively young field. In 

fact, the word antidepressant was 
coined in 1952, tranquilizer in 1953, 
and antipsychotic was first used at a 
medical meeting in 1956—and the 
acceptance of all was slow. Over the 
next 2 decades, these types of medi-
cines were developed. Interestingly, 
most of the drug discoveries occurred 
inadvertently, often beginning with a 
chance observation by a physician or 
scientist who was looking for some-
thing else. 

Key Figures From World 
War II
Many key figures in modern psycho-
pharmacology were caught up in 
World War II in some way.1 For in-
stance, Henri Laborit, MD, of France, 
who initiated the use of chlorproma-
zine for psychoses, and Australian 
John Cade, MD, who made the mod-
ern rediscovery of lithium for bipolar 

disorder, were military physicians. In 
both cases, wartime experiences obvi-
ously influenced their work. Laborit 
was aboard a French destroyer struck 
by torpedoes during the evacuation of 
Dunkirk and was awarded a Military 
Cross for his actions during its sink-
ing. After the development of chlor-
promazine, he quickly suggested that 
it might be useful in managing stress 
in wounded soldiers on the battlefield 
(which proved to be an unsuccessful, 
even disastrous, endeavor). Mean-
while, Cade volunteered to serve in 
the Australian Army; he was stationed 
in Singapore until he was captured and 
spent several years as a prisoner of the 
Japanese. While caring for fellow pris-
oners of war, he noticed fluctuating 
levels of mental clarity and wondered 
if this phenomenon was related to 
changing amounts of substances cir-
culating in thsubstances, foreshadow-

ing the later studies he performed that 
led to lithium’s use in what was then 
called manic depression. 

Frank Berger, MD, who went on to 
discover meprobamate, the first mod-
ern tranquilizer, was a young physician 
in the Czechoslovakian National Insti-
tute of Health who fled Nazi occupa-
tion of his country. Arriving in Britain 
in 1939, he first worked providing 
medical care in refugee camps. Leo 
Sternbach, PhD, born in what is now 
Croatia, was an organic chemist who 
had experienced anti-Semitism first-
hand in Poland. He was working for 
Hoffmann-LaRoche Company in Ba-
sel, Switzerland, when Germany in-
vaded Greece and Yugoslavia in 1941. 
Facing an increasingly precarious situ-
ation, he fled through France and Por-
tugal and came to the United States, 
where he discovered the first benzodi-
azepine tranquilizer. Chemist Charles 
Suckling, PhD, who worked on Brit-
ain’s secret atomic bomb research and 
served in the Home Guard when away 
from the laboratory, later applied some 
of his newfound techniques to develop 
the anesthetic halothane.

Prominent Figures From 
Earlier Wars 
Other influential scientists emerged 
from earlier battles. William A. Ham-
mond, MD, who made observations 
with lithium in bipolar disorder in the 
1870s, was Surgeon General of the 
Union Army during the American 
Civil War.1 Hans Berger, MD, served 
in the German cavalry in 1892 and 
was almost killed in a riding acci-
dent. His resulting curiosity about the 
workings of the nervous system led 
to the discovery of human electroen-
cephalography. His story continued 
and ultimately included suffering at 
the hands of the Nazis, who took over 
his university in the 1930s. Constan-
tin von Economo, MD, the Austrian 
psychiatrist and neurologist who de-
scribed encephalitis lethargica and 
the role of hypothalamic structures in 
sleep and waking, was an army pilot 

in northern Italy in 1916.1 Charles 
Sherrington,  FRCP, FRCS,whose 
studies with Edgar Adrian, MD, clar-
ified the processes of nerve cell com-
munication, worked in a shell factory 
13 hours a day during World War I, 
while Adrian treated war casualties at 
St Bartholomew’s Hospital in Lon-
don. Alexander Fleming, FRS, 
FRCS, whose later discovery of pen-
icillin profoundly affected psychiatry 
by providing a treatment for tertiary 
syphilis, served in World War I, in 
which his studies of evolving wounds 
led to his later discoveries.3

Developments in 
Neuroscience 
The broader field of neuroscience de-
veloped in the post–World War II 
years, with its founders having piv-
otal wartime experiences. Otto 
Loewi, PhD, whose experiments 
confirmed chemical transmission 
across synapses, was imprisoned by 
the Gestapo on the night of the Ger-
man invasion of Austria. He was 
stripped of all his possessions, but he 
was later allowed to emigrate on the 
condition that he transfer the funds 
from the Nobel Prize he had earned 
in 1936 to a Nazi-controlled bank.2

An American self-taught scientist, 
Alfred Lee Loomis, DSc, JD, discov-
ered the K-complex in the electroen-
cephalograph and first classified the 
sleep stages, then went on to play a 
crucial role in developing military 
radar in World War II.2 Sir Alan Lloyd 
Hodgkin’s experiences living in war-
time Britain, and involvement in  ra-
dar research impacted him so deeply 
that much later, at age 78, he felt the 
need to return to the World War II 
years in his last major work, Chance 
& Design: Reminiscences of Science 
in Peace and War.4 As a medical stu-
dent, Arvid Carlsson, MD, PhD, ex-
amined concentration camp prison-
ers who had been released to neutral 
Sweden. The encounter so impressed 
him that he talked about it at length in 
the biography he wrote to accom-
pany his Nobel Prize 56 years later. 
Starting in his 60s, Laborit wrote ex-
tensively on the applications of neu-
roscience to aggression and violence. 

The remarkable thing about these 
stories is the variability of these expe-
riences.2 Sometimes the war repre-
sented more of a hiatus in ongoing re-
search, which was later resumed. In 
other cases, it led to displacement or 

imprisonment. Sometimes the result 
was devastating and culminated in sui-
cide, while in other cases it was a stim-
ulus leading to advances in research. It 
is a good reminder that, sadly, war is 
intimately involved in the human con-
dition, and more specifically, that in 
order to understand the blossoming of 
neuroscience and psychopharmacol-
ogy in the 1950s and 1960s, it is useful 
to take into account the wartime expe-
riences of the founders.

Dr Mendelson is a professor of psy-
chiatry and clinical pharmacology (re-
tired) at the University of Chicago. His 
recent books include Molecules, 
Madness, and Malaria: How Victorian 
Fabric Dyes Evolved into Modern 
Medicines for Mental Illness 
and Infectious Disease and Nepenthe’s 
Children: The History of the 
Discoveries of Medicines for Sleep and 
Anesthesia. Portions of this article are 
adapted from The Curious History of 
Medicines in Psychiatry and Trial by 
Fire: World War II and the Founders of 
Modern Neuroscience and 
Psychopharmacology, which are 
available on Amazon.
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“Sometimes the war represented more 
of a hiatus in ongoing research, 

which was later resumed. In other cases, 
it led to displacement or imprisonment.”
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Nassir Ghaemi, MD, MPH; and Joseph 
F. Goldberg, MD 

12:05 PM
Non-CME Symposia

PSYCHEDELICS AND 
CANNABIS IN PSYCHIATRY

Moderator: Sidney Zisook, MD

1:35 PM
Presession Survey
Sidney Zisook, MD

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

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

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

2:55 PM
Medical Crossfire®: How Useful Is 
Cannabis in Legitimate Psychiatry?
Moderator: Sidney Zisook, MD
Panelists: Itai Danovitch, MD; 
Rick Doblin, PhD; 
Christopher J. Hammond, MD, PhD

3:25 PM
Postsession Survey 
and Audience Q&A
Moderator: Sidney Zisook, MD
Panelists: Itai Danovitch, MD; Rick 
Doblin, PhD; Christopher J. 
 Hammond, MD, PhD

3:45 PM BREAK

PSYCHIATRY IN SPECIAL 
POPULATIONS

Moderator: Anita Clayton, MD

4:15 PM
Presession Survey
Anita Clayton, MD

4:20 PM
Geriatric Psychiatry
Craig Nelson, MD 

4:40 PM
LGBTQ+ Perspectives in Psychiatry
Jack Turban, MD, MHS

5:00 PM
Cultural Challenges in Psychiatry 
(Immigrant Populations and Trauma, 
Going to Another Culture, etc)
Richard L. Merkel Jr, MD 

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

5:45 PM ADJOURN
5:45 PM - 7:00 PM
NETWORKING RECEPTION 
  
Saturday, October 2
8:00 AM
Welcome and Opening Remarks
John J. Miller, MDSPECIAL REPORT

SPECIAL REPORT ON SUBSTANCE
USE DISORDERS 

Moderator: John J. Miller, MD

8:10 AM
Presession Survey
John J. Miller, MD

8:15 AM
Treatment for Opioid Use Disorder
Edward V. Nunes, MD

8:45 AM
Medication Treatment 
and Psychotherapy for 
Substance Use Disorders
Carla Marienfeld, MD 

9:05 AM
Stimulant Use Disorders 
and Treatment Options 
Steven Shoptaw, PhD

9:25 AM
Postsession Survey 
and Audience Q&A
Moderator: John J. Miller, MD
Panelists: Carla Marienfeld, MD; 
Edward V. Nunes, MD; 
and Steven Shoptaw, PhD

9:35 AM BREAK
SPECIAL REPORT 
ON SCHIZOPHRENIA 

Moderator: Sanjai Rao, MD

10:05 AM
Presession Survey
Sanjai Rao, MD

10:10 AM
Diagnosing and Treating 
Schizophrenia
Christoph U. Correll, MD 

10:50 AM
Long-Acting Injectables 
for Schizophrenia
Sanjai Rao, MD

11:10 AM
Advances in Predicting and Treating 
Tardive Dyskinesia
John J. Miller, MD

11:30 AM
Postsession Survey 
and Audience Q&A
Moderator: Sanjai Rao, MD
Panelists: Christoph U. Correll, MD; 
John J. Miller, MD

11:40 AM
Non-CME Symposia

PERSONALITY DISORDERS

Moderator: John J. Miller, MD

1:10 PM
Presession Survey
John J. Miller, MD

1:20 PM
Adverse Childhood Events
J. Eric Vance, MD

1:40 PM
Differentiating Personality Disorders 
From Axis 1 Diagnoses
Mark Zimmerman, MD

2:10 PM
Borderline Personality Disorder
Carl Fleisher, MD

2:30 PM
Narcissism
James Knoll, MD 

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

3:10 PM BREAK

HOT TOPICS: WOMEN’S HEALTH

Moderator: Anita Clayton, MD

3:40 PM
Presession Survey
Anita Clayton, MD

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

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

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

FUTURE OF PSYCHIATRY

Moderator:  John J. Miller, MD

5:00 PM
Presession Survey
John J. Miller, MD

5:10 PM
Technology: Software, Apps, and 
Wearable Devices
Jacob Behrens, MD

5:25 PM
Emerging Pharmacologic Therapies
John J. Miller, MD

5:40 PM
Neuromodulation: The State of 
Transcranial Magnetic Stimulation
Linda L. Carpenter, MD 

5:55 PM
Postsession Survey 
and Audience Q&A
Moderator: John J. Miller, MD
Panelists: Jacob Behrens, MD; 
and Linda L. Carpenter, MD 

6:15 PM ADJOURN
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AFTAB: I suppose some folks, on hearing the title 
of your new book, may reflexively think, “What…
another book about depression? Don’t we have 
enough of those already?” In your opinion, why 
was a new history of depression needed?

SADOWSKY: Interestingly, not many of the books 
about depression are histories. Take The Noonday 
Demon: An Atlas of Depression by Andrew Solo-
mon, PhD.1 I think it is great, but it has only a sin-
gle chapter on history, and it is a brief account. In 
addition, with a few exceptions, most of the his-
tory books are focused on antidepressants, but 
many other treatments have important histories—
psychodynamic psychotherapy, cognitive behav-
ioral therapy (CBT), electroconvulsive therapy 
(ECT), and the many approaches that were taken 
prior to the 20th century, for example. 

A couple of long, detailed histories of depres-
sion barely mention ECT. This is weird. I know 
opinions about ECT are divided—my book about 
ECT is also about controversy. However, what-
ever you think about ECT, many psychiatrists 
consider it among the best treatments psychiatry 
has for serious affective disorder. Imagine for a 
moment a medical historian in another specialty 
writing a long history of a particular ailment, and 
then only briefly noting a treatment many doctors 
say is among the most effective! Previous histo-
ries of depression have also been a bit weak on 
psychoanalysis, which is a strong interest of 
mine.

Little existing historiography of depression fo-
cused on patient experiences and self-representa-

tions. This is not an easy area to research, because 
a lot of depression treatment takes place in private 
office practice, a confidential setting, and docu-
mentation is not really publicly available. I would 
have liked to do more, but I hope I pushed the 
field a little in that direction. I want to add imme-
diately that some historical and other critical stud-
ies of psychiatry see patient voices as only a way 
to criticize psychiatry. It is important to document 
patient complaints, but some critics of psychiatry 
go to tortuous lengths to deny any therapeutic 
benefits. Honoring patient voices also means see-
ing that many feel helped by treatment. 

I also wanted to draw attention to the politics 
of inequality. Like so many other illnesses, de-
pression hits different populations to different ex-
tents. Solomon drew attention to this, but most of 
the historical work on depression restricts inquiry 
to the gender ratio, which is an important axis, but 
not the only one. Class, race, and LGBTQ+ sta-
tus, for example, also matter for depression, and I 
hope future historians will develop this further.

Finally, I wanted to make the story more 
global, less focused entirely on the West, and es-
pecially the United States, although I do give the 
United States a lot of attention. Anthropologists 
and global mental health workers have looked at 
the wider world, but historians really have not 
done so for depression. I would like to have gone 
further here, too, and I hope others will.

AFTAB: What I love about your book is that it does 
not settle for easy answers. It embraces the un-
certainty, ambiguity, contradictions, and flux in-

herent in the very subject matter. One of the dif-
ficulties with studying depression is it’s a fluid 
entity, with variations across both time and 
space. Is depression the same today as it was in 
the 17th century when Robert Burton wrote The 
Anatomy of Melancholy? Is depression the same 
thing in the United States and, say, Nigeria? 
These are obviously thorny issues. Can you 
elaborate on the approach you take to address 
this? How can we tell a coherent history of 
something if we are having a hard time pinning 
down what that something is?

SADOWSKY: The various illness categories—or, as it 
may be in some contexts, conceptions that are not 
illness categories—are already included in a long-
running discussion of the comparability of diag-
nostic categories and sickness experience across 
time and space. The discussion is a story itself.

Most of the illness states I compare have a core 
feature, which is excessive sadness or blue mood, 
in whatever that particular context considers ex-
cessive. But some definitions of depressive illness 
consider this a common, but not necessary, fea-
ture for diagnosis. As you know, DSM-5 does not 
require depressed mood as a necessary criterion 
for major depressive disorder (MDD), provided 
there is loss of interest and 4 other symptoms. I 
draw (lightly) on the concept of family resem-
blances Ludwig Wittgenstein, PhD: Things do not 
need precise overlaps to have similarities that jus-
tify comparison.2 For all the imperfections of the 
DSM, I think if you look at the menu of symp-
toms for MDD, they do form a constellation of re-
lated signs of suffering that have been clumped 
together in disparate contexts.

Overemphasizing cultural differences has its 
own risks. I show in chapter 1 the idea that Afri-
can societies had little or no depression had roots 
in some frankly racist ideas. Universalizing labels 
can be a form of cultural imperialism, but overin-
sistence on difference forecloses possibilities for 
meaningful comparisons. And some who think 
depression is a purely modern or Western illness 
might be surprised at how many cultures, across 
time and space, have had some conception of ex-
cessive sadness as a malady. 

Chiara Thuminger, PhD, is a great historian of 
madness with whom I am collaborating on a new 
project.

She has set forth 4 principles for comparisons 
across time and space3: 

1 The human mind is biological, a part of a 
shared evolutionary heritage, so you can 

expect some measure of universality.

Exploring the Evolution of Depression
CONVERSATIONS IN CRITICAL PSYCHIATRY

» Awais Aftab, MD

Jonathan Sadowsky, PhD, is the Theodore J. Castele Professor of the History of Medicine and 
Associate Director of the Program in Medicine, Society, and Culture at Case Western Reserve 
University, Cleveland, Ohio. He holds secondary appointments in the Departments of Bioeth-
ics and Psychiatry. He earned a PhD in history from Johns Hopkins University and also stud-
ied psychiatric epidemiology at Columbia University. He has authored numerous articles and 
books, most recently The Empire of Depression: A New History (Polity Books; 2020). 

Sadowsky is a leading historian of psychiatry, and I am proud to call him my teacher. I at-
tended his lectures on the history of psychiatry as part of my residency didactics and benefited 
greatly from them. Sadowsky was previously interviewed for Psychiatric TimesTM in 2017 by 
Greg Eghigian, PhD, about his book, Electroconvulsive Therapy in America: The Anatomy of a 
Medical Controversy, an interview that is well worth revisiting. I admire Sadowsky for his abil-
ity to tackle complex and controversial issues with scholarly rigor and fair-minded appraisal, 
and I am delighted to have him participate in this series.
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2 The mind and mental life are not confined to 
the brain, but involve other parts of the body. 

3 Mind and brain are situated in and shaped by 
culture, so universality will always be limited. 

4 Every individual has an irreducible quality, 
uniqueness. 

I think these are great principles to keep in 
mind.

AFTAB: You are clearly dissatisfied with a lot of 
popular critiques of depression. You write, “One 
thing this book is not is a long lament on the 
overdiagnosis of depression, and the turning of 
life’s normal suffering into a medical problem.” 
Tell us more about your dissatisfaction with this 
line of criticism.

SADOWSKY: Many people look at the high numbers 
of individuals with a depression diagnosis com-
pared with previous times and take it as self-evi-
dent that we are overdiagnosing. It is not. Rising 
diagnosis rates is a valid reason for concern about 
overdiagnosis, but it is not proof. In 1950, much 
of psychiatry was concerned that we were under-
diagnosing depression, so from that perspective, 
we may be finding a lot that we had been missing. 
We should at least consider the upside: More di-
agnosis means that more individuals who could 
use professional help are getting it. 

As for medicating the normal pain of living, 
we should keep in mind that getting treatment for 
depression, whether in psychotherapy or with an-
tidepressants, does not protect anyone from suf-
fering, although one hopes it is reduced. Life re-
mains hard. And many patients with depression 
welcome sadness as a relief from feelings of 
deadness or numbness inside.

In the book, I offer some defense of antide-
pressants against their most severe critics. But I 
also think we are probably overreliant on antide-
pressants. I think the benefits of psychotherapy, 
particularly long-term insight-oriented therapy, 
have become underrated in the antidepressant era.

Still, why some advocates of psychotherapy 
are so adamantly and categorically opposed to 
any medication use, or to any suggestion of a bio-
logical component to depression, is a mystery to 
me. I have read many hardline critiques of biolog-
ical and pharmaceutical psychiatry that are fo-
cused on whether the evidence for efficacy is ro-
bust, or questioning the philosophical 
underpinnings of the enterprise, or worried about 
adverse effects, or indicting the pharmaceutical 
industry. The thoughtful challenges have rein-
forced my view that we are overreliant on drugs, 
at least for some populations. Other critiques have 
struck me as dogma masquerading as critique. 
But even the smartest of them have not convinced 
me that antidepressants are worthless, a claim 
several important voices have made. 

The biology of depression is incompletely 
known, and much of it may remain permanently 
elusive. However, the idea that depression is 
purely psychological is, I think, implausible. Yet, 
so is the view that depression is purely biological. 
The dichotomy itself is the problem. Mark Solms, 
PhD, said that mind and brain are 2 ways of look-
ing at the same thing. I find this more helpful. I do 

not understand how something could affect either 
the mind or the brain independently of the other. 
That is not a coherent idea.

I am getting away from your question a little, 
but it is an important point. Proponents of a life 
history emphasis in etiology sometimes take it as 
self-evident that if trauma or neglect is the cause, 
the better solution must be psychotherapeutic, as 
opposed to somatic. Psychotherapy might be the 
better treatment, but it is not self-evident just 
from the etiology. And the reverse: Individuals 
who lean toward more organic theories of etiol-
ogy—genes, brain chemistry—sometimes take it 
as self-evident that the better solution must be 
something more physical, like a drug or ECT. 
Again, this could be true, but it is far from self-ev-
ident. In any event, I think monocausal ap-
proaches to etiology are misguided. 

AFTAB: You write at one point, “The growing inter-
est in depression led more people, both profes-
sional and lay, to learn to label problems as de-
pression, which was a growing idiom of distress 
before the advent of antidepressants . . . The 
medications, though, provided new incentives 
for multiple actors—pharmaceutical companies, 
doctors, patients, and patient’s families—to iden-
tify cases of depression.”4 I suspect you would 
have been writing a very different history of de-
pression if antidepressant medications had not 
been developed, or if their use had continued to 
be severely restricted due to tolerability. 

A curious thing, however, is that anxiety dis-
orders are more common in the general com-
munity than depressive disorders, and antide-
pressants such as selective serotonin reuptake 
inhibitors (SSRIs) are not just antidepressants 
but also antianxiety medications. We could per-
haps imagine an alternative history in which 
anxiety was the idiom of distress, SSRIs had 
been marketed as antianxiety rather than anti-
depressant, and you would perhaps be writing a 
book about the empire of anxiety, and the con-
tinuous historical links between melancholia 
and anxiety! Is it merely an accident of history 
that we ended up in the age of depression rather 
than the age of anxiety?

SADOWSKY: Cross-cultural study has shown that the 
separation of anxiety and depression is a conven-
tion of Western psychiatry (which is rapidly be-
coming a global or cosmopolitan psychiatry, with 
both good and bad effects). Many healing systems 
around the world assume anxiety and depression 
are aspects of a single thing. And even in the 

West, the separation is somewhat new, a Kraepe-
linian innovation.

You present an interesting counterhistory. How-
ever, I am not sure the trajectory has been solely 
drug-driven. When the monoamine oxidase inhibi-
tors and tricyclics were developed, psychiatrists 
were looking for depression treatments, and they 
had been doing so for decades. That is partly why 
these drugs came to be called antidepressants.

One curious thing is that important anxiety 
medications and antidepressants were introduced 
around the same time, and yet from a broad cul-
tural point of view, we had first an age of anxi-
ety—the immediate postwar period—followed by 
an age of depression, which started sometime in 
the 1970s and became more visible in the 1980s. 
In what I consider the most speculative portion of 
my book, I try to understand those periods as pos-

sibly representing wider cultural moods, perhaps 
rooted in different forms of capitalism. As specu-
lative as that section is, I included it because I 
thought it was worth thinking about.

AFTAB: You don’t spend much time discussing the 
creation of MDD as a diagnosis in DSM-III. I won-
der how different the future course of events 
would have been in the absence of such a diag-
nostic category. If you look at DSM-II, depression 
was fragmented across many different sections 
under many different diagnoses. In DSM-II, we 
had diagnoses such as involutional melancholia, 
manic-depressive illness, depressed type, psy-
chotic depressive reaction, depressive neurosis, 
and neurasthenic neurosis. I suspect that this 
DSM-II organization of depression would not 
have been particularly conducive to the process 
of empire-building!

SADOWSKY: That is a great question, and I could 
have given this change more attention in my dis-
cussion of the DSM. However, I wonder if the 
creation of the category (if not the precise name) 
of major depressive disorder was already in pro-
cess before DSM-III, reflecting the growing re-
search interest in depressive illness in the years 
preceding the revision of the manual.

AFTAB: When I look back at the evolution of de-
pression, a pair of developments in recent de-
cades appear to me to be notable, although their 
historical significance is probably yet to be seen. 
The first is the notion of treatment-resistant de-
pression (TRD). This has led to more aggressive 
pharmacotherapy, such as augmenting with 

“From a practical point of view, of course, 
what matters about a label is matching
the individual in pain to the best treatment 
possible, and that is a clinical question.”

PSY0621_029-031_Mood-Aftab.indd   30 5/26/21   8:48 AM



JUNE 2021 31P S YC HI AT R IC T IME S™

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

Disorders

atypical antipsychotics, and the relatively re-
cently approved medication esketamine. 

The second is that bipolar disorder has been 
steadily encroaching on the territory of depres-
sion, such that even in the absence of mania or 
hypomania, many psychiatrists classify the pre-
sentation as being on the bipolar spectrum. Just 
as the development of antidepressants led to an 
increase in the diagnoses of depression, devel-
opment of medications for bipolar depression 
have led to an increase in the diagnoses of bipo-
lar disorder. Any preliminary thoughts of these 
developments as a historian?

SADOWSKY: It is, of course, awful that some depres-
sions are so hard to treat. I am not a clinician, but 
I wonder if many of those that seem resistant to 
aggressive medication treatment might respond to 
intensive psychotherapy, which can be expensive, 
or to ECT, which has risks of adverse effects 
(risks which are, in my opinion, generally greater 
than the risks of antidepressants, although I think 
in some cases, the risks may be worth it). 

As a historian, however, I would ask if the 
whole category of TRD does not actually repre-
sent some progress, since it implies the other 
kind. A 19th-century alienist could not do much 
about any severe depressions at all. Many of my 
colleagues in history of medicine, and especially 
history of psychiatry, get nervous at any hint of a 
progress narrative, but I do not mind saying I 
think we have a better repertoire of treatments for 
depressive illness now than we did in 1850. All 
the treatments have downsides, but that is true of 
medical treatments in general.

I am aware of the rise of bipolar diagnosis, but I 
have not followed it closely. From a practical point 
of view, of course, what matters about a label is 
matching the individual in pain to the best treat-
ment possible, and that is a clinical question. My 
historian’s take is: The safest prediction is that 
changes in diagnostic fashions are going to keep 
happening, and they will not necessarily be driven 
by genuine scientific advance. The whole enter-
prise is not worthless, but we should not assume 
the present trend represents the final or best word. 
On this point, I do worry about progress narratives.

AFTAB: In a very memorable passage of your most 
recent book, you compare history with psycho-
analysis: “ [P]atients are locked into repeatedly 
telling the same story about themselves— about 
their loneliness or their victimization, for exam-
ple. The therapy helps patients see that they do 
not have to repeat the same story. They can tell 
new stories of their lives. History can have a 
similar role . . . We do not have to live the same 
story, time after time.”4 Later, in the epilogue, 
you again refer to history as a means of guard-
ing against compulsive repetition. Can you sum-
marize what history tells us we can do differ-
ently going forward when it comes to 
depression?

SADOWSKY: I will name 2 things. First, we do not 
need to keep having the same arguments about 
whether depression is fundamentally biological, 
or really the result of trauma in life, or the result 
of social forces. I fear that we will continue to do 

just that, because of the tenacity with which some 
individuals hold to the insistence that we must 
choose. It is my hope that by showing historically 
how insistence on a single approach leads to dead 
ends, we might be liberated from it. In the epi-
logue, I used the image of a quarreling couple, 
stuck in the same fights for decades on end. A 
good marriage counselor might be able to remind 
each partner that the other has things to offer.

I also hope we might be liberated from the cy-
cle of hype and disappointment about new treat-
ments. Most of the major treatments for depres-
sion over the last century (psychoanalysis, ECT, 
CBT, and antidepressants) have been overempha-
sized by some zealous proponents. Then disap-
pointment (dare I say, depression?) comes when 
the harms or limitations of the treatments become 
clear. In turn, we rush to condemn the old treat-
ment as worthless and latch on to something new, 
which is thought to lack the flaws of the earlier 
ones. But the old treatments still had something to 
offer, and the new ones prove to have flaws, al-
though we may not see them right away. 

New treatments are going to come, as they 
should. When they do, let us try not to overdo the 
hype, the radical rejection of the old ones, or the 
disappointment in the new that follows. In addi-
tion to helping patients overcome repetitions, psy-
chotherapy can help patients to see individuals in 
and things in their complexity. Sometimes we, as 
professionals or as whole societies, can act like an 
individual searching for love, and finding partners 
we initially idealize, only to come to despise them 
when they inevitably disappoint us. We would do 
better to tolerate ambiguity. I hope Empire of De-
pression might help to foster that toleration.

AFTAB: Thank you!

Conversations in Critical Psychiatry is an interview series 
that explores critical and philosophical perspectives in 
psychiatry and engages with prominent commentators 
within and outside the profession who have made mean-
ingful criticisms of the status quo.

The opinions expressed in the interviews are those of the 
participants and do not necessarily reflect the opinions of 
Psychiatric TimesTM. 

Dr Aftab is a psychiatrist in Cleveland, Ohio, and 
clinical assistant professor of psychiatry at Case 
Western Reserve University. He is a member of the ex-
ecutive council of Association for the Advancement 
of Philosophy and Psychiatry and has been actively 
involved in initiatives to educate psychiatrists and 
trainees on the intersection of philosophy and psy-
chiatry. He is also a member of the Psychiatric 
TimesTM Advisory Board. He can be reached at 
awaisaftab@gmail.com or on twitter @awaisaftab.

Dr Aftab and Dr Sadowsky have no relevant financial dis-
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Medieval 
Artist 
Richard Berlin, MD
-Venice, Italy, 2011

While I watch the artist paint

I imagine him in the time of plague 

crafting a portrait of a Medico della Peste, 

a Plague Doctor wearing an ibis-like

mask, eyes shielded by crystal discs, 

curved beak filled with sweet-smelling 

amber, cloves, rose petals and myrrh 

to drown the stench, his waxed black cloak 

shielding legs from buboes weeping

pus, a wooden cane to poke patients 

for signs of life. Fruit sellers and

tradesmen wore the mask for a few 

ducats a day, but never read the Canon 

of Avicenna, medieval medicine’s 

modern textbook, a Persian man’s 

million word treatise from the Golden

Age of Islam when Jews and Christians 

and Muslims shared meals of lentils

and lamb, dying young whichever god 

they worshipped. And I wonder if today’s

artist had proclaimed God’s splendor 

in the holiness of Avicenna’s turban

and robe, would the Inquisition have seen 

only blasphemy, burned him at the stake, 

burned the portrait, burned the treasure 

he held out to the world like an offering? 

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

instructor in psychiatry, University of 
Massachusetts Medical School, Worcester, 
Massachusetts. ❒
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instructor in psychiatry, University of 
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What Is Narcolepsy? 
Narcolepsy is commonly understood to be a disorder character-
ized by sudden sleep attacks. Although this describes part of the 
clinical presentation of narcolepsy, psychiatrists and neurologists 
have garnered a more comprehensive understanding of this sleep 
disorder’s symptom burden and presentation. Stahl explained that 
the neurotransmitter orexin (sometimes referred to as hypocretin) 
is produced by the hypothalamus, and although it doesn’t cause a 
person to be awake, it stabilizes wakefulness.1 Anything that caus-
es the destruction of the hypothalamus can result in the loss of 
orexin. Regardless of the specific cause, Stahl described narcolep-
sy as “the destabilization of wakefulness.” 

Signs and Symptoms of Narcolepsy 
The most common symptom of narcolepsy is excessive daytime 
sleepiness (EDS), but other symptoms can be present. The Diag-
nostic and Statistical Manual of Mental Disorders-5 (DSM-5) de-
fines narcolepsy as recurrent episodes of irrepressible need to 
sleep, lapsing into sleep, or napping occurring within the same 
day. These must have been occurring at least 3 times per week 
over the past 3 months. 

There also must be the presence of at least 1 of the following:

1. Episodes of cataplexy occurring at least a few times per month
2. Hypocretin deficiency
3. REM sleep latency of at least 15 minutes or a mean sleep laten-

cy of at least 8 minutes and 2 or more sleep-onset REM periods 
(SOREMPs)

Stultz explained that EDS involves general fatigue or tiredness 
during the day. She went on to describe how patient experiences 
vary greatly with this symptom: Some express difficulty getting up 
in the morning, and others say that they are continuously groggy 
and irritable. 

Another key symptom of narcolepsy is cataplexy. Cataplexy 
involves sudden muscle atonia brought on by a strong emotion-
al state.2 The most common trigger is laughter, but it is also some-
times caused by anger, surprise, or even sexual arousal. The most 
well-known presentation of cataplexy is full-body collapse, but 
Stultz and Stahl both added that it is important to know that less se-
vere forms can involve subtle muscle weakness in the upper extrem-
ities or in the head and shoulders. Stultz added that in her experience, 
she has sometimes seen people with severe cataplexy try to avoid 
these episodes by suppressing emotional responses, which caused 
them to appear to her as being emotionless or even depressed.

Other symptoms of narcolepsy can include sleep paralysis and 
hypnagogic hallucinations.2 Sleep paralysis is a symptom char-
acterized by REM sleep abnormality. Patients who experience 
sleep paralysis will regain consciousness but are unable to move 
or speak. Hypnagogic hallucinations are “abnormal sensations 
[such as] hearing voices, seeing things, [or] sensing a presence 
when you’re going to or coming from sleep,” according to Stahl. 

Disrupted nocturnal sleep, or insomnia, is another symptom 
of narcolepsy.2 Stultz emphasized how patients with narcolep-
sy often experience decreased sleep efficiency: “They may go to 
sleep quickly, but they don’t stay asleep,” she said. “They have 
more stage 1 sleep; they have more transitions in sleep; they have 
early-onset REM periods…their sleep is very, very fragmented.” 

Diagnosing Narcolepsy 
Diagnosing narcolepsy can be challenging. Stahl described sleep 
as “a vital sign in psychiatry” and noted that “it goes off with lots 
of disorders.” Other psychiatric conditions, such as anxiety, depres-
sion, and bipolar personality disorder, can result in the dysregula-
tion of sleep patterns. Psychiatric comorbidities can compound the 
signs and symptoms of narcolepsy; Stultz noted that patients with 
narcolepsy can be more likely to have anxiety.3 She also explained 
that other sleep disorders are frequently comorbid with narcolepsy, 
such as obstructive sleep apnea.2   

Expert Perspectives on the Management 
of Narcolepsy and Its Comorbidities
In this PsychView custom video series, Debra Stultz, MD, of Stultz Sleep and Behavioral Health in 
Barboursville, West Virginia, and Stephen Stahl, MD, PhD, of the Neuroscience Education Institute 
and the University of California, San Diego, shared their insights into the current treatment 
landscape in narcolepsy. This article summarizes their discussion on the diagnostic methods 
and therapeutic approaches that psychiatrists, neurologists, and sleep specialists have 
available to treat narcolepsy.   
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There are 2 noteworthy paths for a diagnosis of narcolepsy. The 
first pathway to diagnosis is for the patient to undergo a poly-
somnography (PSG) followed by the Multiple Sleep Latency Test 
(MSLT).2 Stultz explained, “You have to have 2 sleep-onset REM pe-
riods during the MSLT, or you could have 1 in the MSLT and 1 in the 
PSG.” Stultz added that a negative MSLT does not preclude a diag-
nosis of narcolepsy. Patients must also meet the diagnostic criteria 
in DSM-5, as previously noted.

Treating Narcolepsy 
Stahl explained that most medications used to treat narcolepsy are 
dedicated to boosting arousal. Stultz shared that when she treats 
patients, it usually involves layering therapies with different mecha-
nisms of action, given at different times of day. Stultz and Stahl said  
that they believe that, in addition to the pharmacologic manage-
ment of narcolepsy, behavioral therapy can help patients develop 
more consistent sleep schedules, which they indicated may help al-
leviate symptom burden. 

Historically, the pharmacologic management of narcolepsy has 
involved the use of controlled substances. To trigger wakefulness, 
patients are sometimes prescribed stimulants, which work rapidly, 
but Stahl emphasized that sometimes they overstimulate, mak-
ing it challenging to determine the ideal dosage. Stultz added that 
stimulants can be associated with cardiac adverse effects such 
as an increase in blood pressure,2 and their status as a controlled 
class of medications indicates the potential for abuse. 

Another type of drug prescribed to treat narcolepsy is sodium 
oxybate. Because it is short acting, it may need to be taken twice 
daily, but Stahl commented that once-a-day formulations of so-
dium oxybate are in development. Stultz indicated that a low-so-
dium formulation of the agent is also available that has 92% less 
sodium but is still effective.4 Although sodium oxybate is FDA ap-
proved  for EDS and cataplexy, this agent has the potential to be 
abused, which can make it difficult for patients to access, both 
Stultz and Stahl noted. 

In addition to dopamine reuptake inhibitors, selective serotonin 
reuptake inhibitors and serotonin and norepinephrine reuptake 
inhibitors are commonly used in the management of depression. 
Stultz indicated that she believes treatment for depression may also 
have an impact on the improvement of narcolepsy symptoms.

Another option to consider, according to Stahl, is pitolisant. He 
explained that its unique mechanism of action allows it to stimu-
late the release of histamine by acting on H3 receptors.5 Stultz add-
ed that it has been FDA approved for EDS and cataplexy and that 
there are some data to support pitolisant’s effectiveness on sleep 
paralysis and hypnagogic hallucinations as well.6

Stultz also highlighted the norepinephrine-dopamine reuptake 

Expert Perspectives on the Management of Narcolepsy and Its Comorbidities

inhibitor solriamfetol. She explained that solriamfetol does not 
have an impact on the effectiveness of birth control medication. 
Solriamfetol has been approved by the FDA for EDS but not cata-
plexy, and Stultz mentioned that the agent’s effect on sleep paral-
ysis or hypnagogic hallucinations has not yet been studied.7  

A Multidisciplinary Approach 
to the Management of Narcolepsy 

Stultz and Stahl agreed that the effective management of nar-
colepsy necessitates collaboration between psychiatrists and 
neurologists. Following diagnosis and the initial pharmacologic 
decision-making by a sleep specialist, referral to a psychiatrist 
can provide patients with further therapeutic support, including 
behavioral therapy for their narcolepsy and/or more effective 
management of any psychiatric comorbidities. 
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Do your adult patients with 
narcolepsy feel boxed in?

WAKIX Is a First-in-Class Molecule With a
Novel Mechanism of Action
First and only histaminergic treatment for excessive daytime
sleepiness (EDS) or cataplexy in narcolepsy

• First and only FDA-approved non-scheduled treatment for EDS or cataplexy in narcolepsy 
• WAKIX is not a stimulant
• No clinically important pharmacokinetic interactions with modafinil or sodium oxybate 
• Convenient once-daily morning dosing

BREAK 
THROUGHwith

Learn more at WAKIXhcp.com/today

Indications and Usage
• WAKIX is indicated for the treatment of excessive daytime

sleepiness (EDS) or cataplexy in adult patients with narcolepsy.

Important Safety Information 
Contraindications

• WAKIX is contraindicated in patients with known hypersensitivity 
to pitolisant or any component of the formulation. Anaphylaxis 
has been reported. WAKIX is also contraindicated in patients with 
severe hepatic impairment.

Warnings and Precautions
• WAKIX prolongs the QT interval; avoid use of WAKIX in patients 

with known QT prolongation or in combination with other drugs 
known to prolong the QT interval. Avoid use in patients with a 
history of cardiac arrhythmias, as well as other circumstances that 
may increase the risk of the occurrence of torsade de pointes or 
sudden death, including symptomatic bradycardia, hypokalemia 
or hypomagnesemia, and the presence of congenital prolongation 
of the QT interval. 

• The risk of QT prolongation may be greater in patients with hepatic or 
renal impairment due to higher concentrations of pitolisant; monitor 
these patients for increased QTc. Dosage modification is recommended 
in patients with moderate hepatic impairment and moderate or severe 
renal impairment (see full prescribing information). WAKIX is not 
recommended in patients with end-stage renal disease (ESRD).

Adverse Reactions
• In the placebo-controlled clinical trials conducted in patients with 

narcolepsy with or without cataplexy, the most common adverse 
reactions (≥5% and twice placebo) for WAKIX were insomnia (6%), 
nausea (6%), and anxiety (5%). Other adverse reactions that occurred at 
≥2% and more frequently than in patients treated with placebo included 
headache, upper respiratory infection, musculoskeletal pain, heart rate 
increased, hallucinations, irritability, abdominal pain, sleep disturbance, 
decreased appetite, cataplexy, dry mouth, and rash.

Drug Interactions
• Concomitant administration of WAKIX with strong CYP2D6 inhibitors 

increases pitolisant exposure by 2.2-fold. Reduce the dose of WAKIX 
by half. 

• Concomitant use of WAKIX with strong CYP3A4 inducers decreases 
exposure of pitolisant by 50%. Dosage adjustments may be required 
(see full prescribing information).

• H1 receptor antagonists that cross the blood-brain barrier may 
reduce the e�ectiveness of WAKIX. Patients should avoid centrally 
acting H1 receptor antagonists.

• WAKIX is a borderline/weak inducer of CYP3A4 and may reduce the 
e�ectiveness of sensitive CYP3A4 substrates, including hormonal 
contraceptives. Patients using hormonal contraception should 
be advised to use an alternative non-hormonal contraceptive 
method during treatment with WAKIX and for at least 21 days after 
discontinuing treatment.

Use in Specific Populations
• There is a pregnancy exposure registry that monitors pregnancy 

outcomes in women who are exposed to WAKIX during pregnancy. 
Patients should be encouraged to enroll in the WAKIX pregnancy 
registry if they become pregnant. To enroll or obtain information 
from the registry, patients can call 1-800-833-7460.

• The safety and e�ectiveness of WAKIX have not been established
in patients less than 18 years of age. 

• WAKIX is extensively metabolized by the liver. WAKIX is 
contraindicated in patients with severe hepatic impairment. 
Dosage adjustment is required in patients with moderate 
hepatic impairment.

• WAKIX is not recommended in patients with end-stage renal 
disease. Dosage adjustment of WAKIX is recommended in patients 
with moderate or severe renal impairment.

• Dosage reduction is recommended in patients known to be poor 
CYP2D6 metabolizers; these patients have higher concentrations 
of WAKIX than normal CYP2D6 metabolizers.

To report suspected adverse reactions, contact Harmony Biosciences at 
1-800-833-7460 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

Please see Brief Summary on the following pages.

WAKIX is a registered trademark of Bioprojet Pharma.
Harmony Biosciences name and logo are registered trademarks.
© 2021 Harmony Biosciences. All rights reserved.
US-WAK-2000491/Jan 2021

US-WAK-2000491_PsychTimes_Tab Spread.indd   1-2 5/26/21   2:10 PMPSY0621_034-037_Wakix.indd   34 5/26/21   3:04 PM



Do your adult patients with 
narcolepsy feel boxed in?

WAKIX Is a First-in-Class Molecule With a
Novel Mechanism of Action
First and only histaminergic treatment for excessive daytime
sleepiness (EDS) or cataplexy in narcolepsy

• First and only FDA-approved non-scheduled treatment for EDS or cataplexy in narcolepsy 
• WAKIX is not a stimulant
• No clinically important pharmacokinetic interactions with modafinil or sodium oxybate 
• Convenient once-daily morning dosing

BREAK 
THROUGHwith

Learn more at WAKIXhcp.com/today

Indications and Usage
• WAKIX is indicated for the treatment of excessive daytime

sleepiness (EDS) or cataplexy in adult patients with narcolepsy.

Important Safety Information 
Contraindications

• WAKIX is contraindicated in patients with known hypersensitivity 
to pitolisant or any component of the formulation. Anaphylaxis 
has been reported. WAKIX is also contraindicated in patients with 
severe hepatic impairment.

Warnings and Precautions
• WAKIX prolongs the QT interval; avoid use of WAKIX in patients 

with known QT prolongation or in combination with other drugs 
known to prolong the QT interval. Avoid use in patients with a 
history of cardiac arrhythmias, as well as other circumstances that 
may increase the risk of the occurrence of torsade de pointes or 
sudden death, including symptomatic bradycardia, hypokalemia 
or hypomagnesemia, and the presence of congenital prolongation 
of the QT interval. 

• The risk of QT prolongation may be greater in patients with hepatic or 
renal impairment due to higher concentrations of pitolisant; monitor 
these patients for increased QTc. Dosage modification is recommended 
in patients with moderate hepatic impairment and moderate or severe 
renal impairment (see full prescribing information). WAKIX is not 
recommended in patients with end-stage renal disease (ESRD).

Adverse Reactions
• In the placebo-controlled clinical trials conducted in patients with 

narcolepsy with or without cataplexy, the most common adverse 
reactions (≥5% and twice placebo) for WAKIX were insomnia (6%), 
nausea (6%), and anxiety (5%). Other adverse reactions that occurred at 
≥2% and more frequently than in patients treated with placebo included 
headache, upper respiratory infection, musculoskeletal pain, heart rate 
increased, hallucinations, irritability, abdominal pain, sleep disturbance, 
decreased appetite, cataplexy, dry mouth, and rash.

Drug Interactions
• Concomitant administration of WAKIX with strong CYP2D6 inhibitors 

increases pitolisant exposure by 2.2-fold. Reduce the dose of WAKIX 
by half. 

• Concomitant use of WAKIX with strong CYP3A4 inducers decreases 
exposure of pitolisant by 50%. Dosage adjustments may be required 
(see full prescribing information).

• H1 receptor antagonists that cross the blood-brain barrier may 
reduce the e�ectiveness of WAKIX. Patients should avoid centrally 
acting H1 receptor antagonists.

• WAKIX is a borderline/weak inducer of CYP3A4 and may reduce the 
e�ectiveness of sensitive CYP3A4 substrates, including hormonal 
contraceptives. Patients using hormonal contraception should 
be advised to use an alternative non-hormonal contraceptive 
method during treatment with WAKIX and for at least 21 days after 
discontinuing treatment.

Use in Specific Populations
• There is a pregnancy exposure registry that monitors pregnancy 

outcomes in women who are exposed to WAKIX during pregnancy. 
Patients should be encouraged to enroll in the WAKIX pregnancy 
registry if they become pregnant. To enroll or obtain information 
from the registry, patients can call 1-800-833-7460.

• The safety and e�ectiveness of WAKIX have not been established
in patients less than 18 years of age. 

• WAKIX is extensively metabolized by the liver. WAKIX is 
contraindicated in patients with severe hepatic impairment. 
Dosage adjustment is required in patients with moderate 
hepatic impairment.

• WAKIX is not recommended in patients with end-stage renal 
disease. Dosage adjustment of WAKIX is recommended in patients 
with moderate or severe renal impairment.

• Dosage reduction is recommended in patients known to be poor 
CYP2D6 metabolizers; these patients have higher concentrations 
of WAKIX than normal CYP2D6 metabolizers.

To report suspected adverse reactions, contact Harmony Biosciences at 
1-800-833-7460 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

Please see Brief Summary on the following pages.

WAKIX is a registered trademark of Bioprojet Pharma.
Harmony Biosciences name and logo are registered trademarks.
© 2021 Harmony Biosciences. All rights reserved.
US-WAK-2000491/Jan 2021

US-WAK-2000491_PsychTimes_Tab Spread.indd   1-2 5/26/21   2:10 PMPSY0621_034-037_Wakix.indd   35 5/26/21   3:04 PM



WAKIX® (pitolisant) tablets, for oral use

BRIEF SUMMARY – See Full Prescribing Information available at WAKIXhcp.com.

Initial U.S. Approval: 2019

1  INDICATIONS AND USAGE
WAKIX is indicated for the treatment of excessive daytime sleepiness (EDS) or cataplexy 
in adult patients with narcolepsy.

4  CONTRAINDICATIONS
WAKIX is contraindicated in patients with:

 • known hypersensitivity to pitolisant or any component of the formulation. Anaphylaxis 
has been reported in patients treated with WAKIX [see Adverse Reactions (6.2)].

 • severe hepatic impairment. WAKIX is extensively metabolized by the liver and 
there is a signi�cant increase in WAKIX exposure in patients with moderate 
hepatic impairment [see Use in Speci�c Populations (8.6)].

5  WARNINGS AND PRECAUTIONS

5.1 QT Interval Prolongation 
WAKIX prolongs the QT interval. The use of WAKIX should be avoided in patients with 
known QT prolongation or in combination with other drugs known to prolong the QT interval 
[see Drug Interactions (7.1)]. WAKIX should also be avoided in patients with a history of 
cardiac arrhythmias, as well as other circumstances that may increase the risk of the 
occurrence of torsade de pointes or sudden death, including symptomatic bradycardia, 
hypokalemia or hypomagnesemia, and the presence of congenital prolongation of the 
QT interval [see Clinical Pharmacology (12.2)]. The risk of QT prolongation may be greater 
in patients with hepatic or renal impairment due to higher concentrations of pitolisant. 
Monitor patients with hepatic or renal impairment for increased QTc. Dosage modi�cation is 
recommended in patients with moderate hepatic impairment and moderate or severe renal 
impairment [see Dosage and Administration (2.2, 2.3)]. WAKIX is contraindicated in patients 
with severe hepatic impairment [see Contraindications (4)]. WAKIX is not recommended in 
patients with end-stage renal disease (ESRD) [see Dosage and Administration (2.3), Use in 
Speci�c Populations (8.7), Clinical Pharmacology (12.3)]. 

6  ADVERSE REACTIONS
The following adverse reactions are discussed in more detail in other sections  
of the labeling:

 • QT Interval Prolongation [see Warnings and Precautions (5.1)]

6.1 Clinical Trials Experience 
Because clinical trials are conducted under widely varying conditions, adverse reaction 
rates observed in the clinical trials of a drug cannot be directly compared to rates in the 
clinical trials of another drug and may not re�ect the rates observed in practice. 

In the clinical trials for narcolepsy, 172 patients were treated with WAKIX in placebo-
controlled trials for up to 8 weeks and in open-label extension trials for up to 5 years. 
In trials in which WAKIX was directly compared to placebo, 6 of the 152 patients (3.9%) 
who received WAKIX and 4 of the 114 patients (3.5%) who received placebo discontinued 
because of an adverse event. 

Most Common Adverse Reactions
In the placebo-controlled clinical trials conducted in patients with narcolepsy with or without 
cataplexy, the most common adverse reactions (occurring in ≥5% of patients and at least twice 
the rate of placebo) with the use of WAKIX were insomnia (6%), nausea (6%), and anxiety (5%).

Table 1 presents the adverse reactions that occurred at a rate of ≥2% in patients treated 
with WAKIX and more frequently than in patients treated with placebo in the placebo-
controlled clinical trials in narcolepsy. 

Table 1: Adverse Reactions that Occurred in ≥2% of WAKIX-Treated Patients and 
More Frequently than in Placebo-Treated Patients in Three Placebo-controlled 
Narcolepsy Studies

Adverse Reaction WAKIX 
(n=152) 

%

Placebo 
(n=114) 

%
Headache* 18 15
Insomnia* 6 2
Nausea 6 3
Upper respiratory tract infection* 5 3
Musculoskeletal pain* 5 3
Anxiety* 5 1
Heart rate increased* 3 0
Hallucinations* 3 0
Irritability 3 2
Abdominal pain* 3 1
Sleep disturbance* 3 2
Decreased appetite 3 0
Cataplexy 2 1
Dry mouth 2 1
Rash* 2 1

* The following terms were combined:

Abdominal pain includes: abdominal discomfort; abdominal pain; abdominal  
pain upper

Anxiety includes: anxiety; nervousness; stress; stress at work

Hallucinations includes: hallucination; hallucination visual; hypnagogic hallucination

Headache includes: cluster headache; headache; migraine; premenstrual headache; 
tension headache

Heart rate increased includes: heart rate increased; sinus tachycardia; tachycardia

Insomnia includes: initial insomnia; insomnia; middle insomnia; poor quality sleep

Musculoskeletal pain includes: arthralgia; back pain; carpal tunnel syndrome; 
limb discomfort; musculoskeletal pain; myalgia; neck pain; osteoarthritis; pain in  
extremity; sciatica

Rash includes: eczema; erythema migrans; rash; urticaria

Sleep disturbance includes: dyssomnia; sleep disorder; sleep paralysis; sleep talking

Upper respiratory infection includes: pharyngitis; rhinitis; sinusitis; upper respiratory 
tract infection; upper respiratory tract in�ammation; viral upper respiratory  
tract infection

6.2 Postmarketing Experience
The following adverse reactions have been identi�ed during post-approval use 
of WAKIX. Because these reactions are reported voluntarily from a population of 
uncertain size, it is not always possible to reliably estimate their frequency or 
establish a causal relationship to drug exposure:

General disorders and administration site conditions: fatigue

Immune system disorders: hypersensitivity (anaphylaxis)

Investigations: weight increased

Nervous system disorders: epilepsy

Psychiatric disorders: abnormal behavior, abnormal dreams, anhedonia, bipolar disorder, 
depression, depressed mood, nightmare, sleep disorder, suicide attempt, suicidal ideation

Skin and subcutaneous tissue disorders: pruritus

7  DRUG INTERACTIONS

7.1 Drugs Having Clinically Important Interactions with WAKIX

Table 2: Clinically Signi�cant Drug Interactions with WAKIX

Effect of Other Drugs on WAKIX

Strong CYP2D6 Inhibitors

Clinical  
Implication:

Concomitant administration of WAKIX with strong CYP2D6 
inhibitors increases pitolisant exposure by 2.2-fold.

Prevention or 
Management:

Reduce the dose of WAKIX by half [see Dosage and Administration (2.4), 
Clinical Pharmacology (12.3)].

Examples: paroxetine, �uoxetine, bupropion

Strong CYP3A4 Inducers

Clinical  
Implication:

Concomitant use of WAKIX with strong CYP3A4 inducers decreases 
exposure of pitolisant by 50%. 

Prevention or  
Management:

Assess for loss of ef�cacy after initiation of a strong 
CYP3A4 inducer. 

For patients stable on WAKIX 8.9 mg or 17.8 mg once daily, 
increase the dose of WAKIX to reach double the original daily dose 
(i.e., 17.8 mg or 35.6 mg, respectively) over 7 days. If concomitant 
dosing of a strong CYP3A4 inducer is discontinued, decrease 
WAKIX dosage by half [see Dosage and Administration (2.4), 
Clinical Pharmacology (12.3)].

Examples: rifampin, carbamazepine, phenytoin

Histamine-1 (H1) Receptor Antagonists

Clinical  
Implication:

WAKIX increases the levels of histamine in the brain; therefore, 
H1 receptor antagonists that cross the blood-brain barrier may 
reduce the effectiveness of WAKIX. 

Prevention or 
Management:

Avoid centrally acting H1 receptor antagonists.

Examples: pheniramine maleate, diphenhydramine, promethazine (anti-histamines) 
imipramine, clomipramine, mirtazapine (tri or tetracyclic antidepressants)

QT Interval Prolongation

Clinical  
Implication:

Concomitant use of drugs that prolong the QT interval may 
add to the QT effects of WAKIX and increase the risk of  
cardiac arrhythmia. 

Prevention or 
Management:

Avoid the use of WAKIX in combination with other drugs known to 
prolong the QT interval [see Warnings and Precautions (5.1)].

Examples: Class 1A antiarrhythmics: quinidine, procainamide, disopyramide;

Class 3 antiarrhythmics: amiodarone, sotalol;

Antipsychotics: ziprasidone, chlorpromazine, thioridazine;

Antibiotics: moxi�oxacin

Effect of WAKIX on Other Drugs

Sensitive CYP3A4 Substrates

Clinical  
Implication:

WAKIX is a borderline/weak inducer of CYP3A4. Therefore, reduced 
effectiveness of sensitive CYP3A4 substrates may occur when 
used concomitantly with WAKIX [see Clinical Pharmacology (12.3)].

The effectiveness of hormonal contraceptives (e.g., ethinyl estradiol) 
may be reduced when used with WAKIX and effectiveness may be 
reduced for 21 days after discontinuation of therapy. 

Prevention or 
Management:

Patients using hormonal contraception should be advised to use an 
alternative non-hormonal contraceptive method during treatment 
with WAKIX and for at least 21 days after discontinuation of 
treatment [see Use in Speci�c Populations (8.3)].

Examples: midazolam, hormonal contraceptives, cyclosporine

7.2 Drugs Having No Clinically Important Interactions with WAKIX
A clinical study was conducted to evaluate the concomitant use of WAKIX with moda�nil 
or sodium oxybate. This study demonstrated no clinically relevant effect of moda�nil 
or sodium oxybate on the pharmacokinetics of WAKIX and no effect of WAKIX on the 
pharmacokinetics of moda�nil or sodium oxybate [see Clinical Pharmacology (12.3)].

A clinical study showed that strong CYP3A4 inhibitors (e.g., ketoconazole, grapefruit juice) 
have no effect on the pharmacokinetics of WAKIX [see Clinical Pharmacology (12.3)].

8  USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Exposure Registry
There is a pregnancy exposure registry that monitors pregnancy outcomes in women who 
are exposed to WAKIX during pregnancy. Patients should be encouraged to enroll in the 
WAKIX pregnancy registry if they become pregnant. To enroll or obtain information from 
the registry, patients can call 1-800-833-7460.

Risk Summary
Available case reports from clinical trials and postmarketing reports with WAKIX 
use in pregnant women have not determined a drug-associated risk of major birth 
defects, miscarriage or adverse maternal or fetal outcomes. In animal reproductive 
studies, administration of pitolisant during organogenesis caused maternal and 
embryofetal toxicity in rats and rabbits at doses ≥13 and >4 times the maximum 
recommended human dose (MRHD) of 35.6 mg based on mg/m2 body surface area, 
respectively. Oral administration of pitolisant to female rats during pregnancy and 
lactation adversely affected maternal and fetal health and produced developmental 
delay at doses ≥13 times the MRHD, based on mg/m2 body surface area and 
increased the incidence of major malformations at 22 times the MRHD (see Data 
in Full Prescribing Information).

The estimated background risk of major birth defects and miscarriage for the indicated 
population is unknown. All pregnancies have a background risk of birth defect, loss, or 
other adverse outcomes. In the U.S. general population, the estimated background risk of 
major birth defects and miscarriage in clinically recognized pregnancies is 2% to 4% and 
15% to 20%, respectively.

8.2 Lactation

Risk Summary
There are no data on the presence of pitolisant in human milk, the effects on the 
breastfed infant, or the effect of this drug on milk production.

Pitolisant is present in the milk of lactating rats (see Data in Full Prescribing 
Information). When a drug is present in animal milk, it is likely that the drug will 
be present in human milk. The developmental and health bene�ts of breastfeeding 
should be considered along with the mother’s clinical need for WAKIX and any 
potential adverse effects on the breastfed child from WAKIX or from the underlying 
maternal condition.

8.3 Females and Males of Reproductive Potential 

Contraception
WAKIX may reduce the effectiveness of hormonal contraceptives. Patients using hormonal 
contraception should be advised to use an alternative non-hormonal contraceptive 
method during treatment with WAKIX and for at least 21 days after discontinuing 
treatment [see Drug Interactions (7.1), Clinical Pharmacology (12.3)].

8.4 Pediatric Use
The safety and effectiveness of WAKIX in pediatric patients have not been established.

Limited pharmacokinetic data from 24 pediatric patients with narcolepsy (ages 7 
to <18 years) receiving a single dose of WAKIX suggest that pediatric patients have 
higher exposure to pitolisant than adults. The exposure (Cmax and AUC) of pitolisant 
was 2-fold higher in pediatric patients 12 to <18 years and 3-fold higher in pediatric 
patients 7 to <12 years compared to adults.

8.5 Geriatric Use
Limited pharmacokinetic data are available in healthy elderly subjects. A pharmacokinetic 
study that compared 12 elderly subjects (age 68 to 82 years) to 12 healthy adults (age 18 
to 45 years) did not reveal any signi�cant differences in drug exposure [see Clinical 
Pharmacology (12.3)].

Of the total number of patients with narcolepsy in clinical studies of WAKIX, 14 patients (5%) 
were ≥65 years old. No overall differences in safety or effectiveness were observed 
between these patients and younger patients in these clinical trials, but greater sensitivity 
of some older individuals cannot be ruled out. In general, dose selection for an elderly 
patient should be cautious, usually starting at the low end of the dosing range, re�ecting 
the greater frequency of decreased hepatic, renal, and cardiac function, concomitant 
diseases, and other drug therapy.

8.6 Hepatic Impairment
WAKIX is contraindicated in patients with severe hepatic impairment (Child-Pugh C) as 
it has not been studied in this population. WAKIX is extensively metabolized by the liver 
and there is a signi�cant increase in WAKIX exposure in patients with moderate hepatic 
impairment [see Contraindications (4), Clinical Pharmacology (12.3)].

Monitor patients with moderate hepatic impairment (Child-Pugh B) and adjust the dosage 
of WAKIX [see Dosage and Administration (2.2)].

Monitor patients with mild hepatic impairment (Child-Pugh A). No dosage adjustment of 
WAKIX is recommended in patients with mild hepatic impairment.

8.7 Renal Impairment
The pharmacokinetics of WAKIX in patients with end-stage renal disease (ESRD) 
(eGFR of <15 mL/minute/1.73 m2) is unknown [see Clinical Pharmacology (12.3)]. 
Therefore, WAKIX is not recommended in patients with ESRD [see Dosage and 
Administration (2.3), Warnings and Precautions (5.1)]. 

Dosage adjustment of WAKIX is recommended in patients with moderate (eGFR 30 to 
59 mL/minute/1.73 m2) and severe (eGFR 15 to 29 mL/minute/1.73 m2) renal 
impairment [see Dosage and Administration (2.3)].

8.8 CYP2D6 Poor Metabolizers
Dosage reduction is recommended in patients known to be poor CYP2D6 metabolizers 
because these patients have higher pitolisant concentrations than normal CYP2D6 
metabolizers [see Dosage and Administration (2.5), Clinical Pharmacology (12.3, 12.5)].

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
The mechanism of action of pitolisant in excessive daytime sleepiness (EDS) or cataplexy 
in adult patients with narcolepsy is unclear. However, its ef�cacy could be mediated 
through its activity as an antagonist/inverse agonist at histamine-3 (H3) receptors.

12.2 Pharmacodynamics
Pitolisant binds to H3 receptors with a high af�nity (Ki = 1 nM) and has no appreciable 
binding to other histamine receptors (H1, H2, or H4 receptors; Ki ≥10 µM).

Cardiac Electrophysiology
WAKIX at the highest recommended dosage (i.e., 35.6 mg daily) led to a QTc increase of 
4.2 msec. Exposures 3.8-fold higher than achieved at the highest recommended dose 
increase QTc 16 msec (mean) [see Warnings and Precautions (5.1)].
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WAKIX® (pitolisant) tablets, for oral use

BRIEF SUMMARY – See Full Prescribing Information available at WAKIXhcp.com.

Initial U.S. Approval: 2019

1  INDICATIONS AND USAGE
WAKIX is indicated for the treatment of excessive daytime sleepiness (EDS) or cataplexy 
in adult patients with narcolepsy.

4  CONTRAINDICATIONS
WAKIX is contraindicated in patients with:

 • known hypersensitivity to pitolisant or any component of the formulation. Anaphylaxis 
has been reported in patients treated with WAKIX [see Adverse Reactions (6.2)].

 • severe hepatic impairment. WAKIX is extensively metabolized by the liver and 
there is a signi�cant increase in WAKIX exposure in patients with moderate 
hepatic impairment [see Use in Speci�c Populations (8.6)].

5  WARNINGS AND PRECAUTIONS

5.1 QT Interval Prolongation 
WAKIX prolongs the QT interval. The use of WAKIX should be avoided in patients with 
known QT prolongation or in combination with other drugs known to prolong the QT interval 
[see Drug Interactions (7.1)]. WAKIX should also be avoided in patients with a history of 
cardiac arrhythmias, as well as other circumstances that may increase the risk of the 
occurrence of torsade de pointes or sudden death, including symptomatic bradycardia, 
hypokalemia or hypomagnesemia, and the presence of congenital prolongation of the 
QT interval [see Clinical Pharmacology (12.2)]. The risk of QT prolongation may be greater 
in patients with hepatic or renal impairment due to higher concentrations of pitolisant. 
Monitor patients with hepatic or renal impairment for increased QTc. Dosage modi�cation is 
recommended in patients with moderate hepatic impairment and moderate or severe renal 
impairment [see Dosage and Administration (2.2, 2.3)]. WAKIX is contraindicated in patients 
with severe hepatic impairment [see Contraindications (4)]. WAKIX is not recommended in 
patients with end-stage renal disease (ESRD) [see Dosage and Administration (2.3), Use in 
Speci�c Populations (8.7), Clinical Pharmacology (12.3)]. 

6  ADVERSE REACTIONS
The following adverse reactions are discussed in more detail in other sections  
of the labeling:

 • QT Interval Prolongation [see Warnings and Precautions (5.1)]

6.1 Clinical Trials Experience 
Because clinical trials are conducted under widely varying conditions, adverse reaction 
rates observed in the clinical trials of a drug cannot be directly compared to rates in the 
clinical trials of another drug and may not re�ect the rates observed in practice. 

In the clinical trials for narcolepsy, 172 patients were treated with WAKIX in placebo-
controlled trials for up to 8 weeks and in open-label extension trials for up to 5 years. 
In trials in which WAKIX was directly compared to placebo, 6 of the 152 patients (3.9%) 
who received WAKIX and 4 of the 114 patients (3.5%) who received placebo discontinued 
because of an adverse event. 

Most Common Adverse Reactions
In the placebo-controlled clinical trials conducted in patients with narcolepsy with or without 
cataplexy, the most common adverse reactions (occurring in ≥5% of patients and at least twice 
the rate of placebo) with the use of WAKIX were insomnia (6%), nausea (6%), and anxiety (5%).

Table 1 presents the adverse reactions that occurred at a rate of ≥2% in patients treated 
with WAKIX and more frequently than in patients treated with placebo in the placebo-
controlled clinical trials in narcolepsy. 

Table 1: Adverse Reactions that Occurred in ≥2% of WAKIX-Treated Patients and 
More Frequently than in Placebo-Treated Patients in Three Placebo-controlled 
Narcolepsy Studies

Adverse Reaction WAKIX 
(n=152) 

%

Placebo 
(n=114) 

%
Headache* 18 15
Insomnia* 6 2
Nausea 6 3
Upper respiratory tract infection* 5 3
Musculoskeletal pain* 5 3
Anxiety* 5 1
Heart rate increased* 3 0
Hallucinations* 3 0
Irritability 3 2
Abdominal pain* 3 1
Sleep disturbance* 3 2
Decreased appetite 3 0
Cataplexy 2 1
Dry mouth 2 1
Rash* 2 1

* The following terms were combined:

Abdominal pain includes: abdominal discomfort; abdominal pain; abdominal  
pain upper

Anxiety includes: anxiety; nervousness; stress; stress at work

Hallucinations includes: hallucination; hallucination visual; hypnagogic hallucination

Headache includes: cluster headache; headache; migraine; premenstrual headache; 
tension headache

Heart rate increased includes: heart rate increased; sinus tachycardia; tachycardia

Insomnia includes: initial insomnia; insomnia; middle insomnia; poor quality sleep

Musculoskeletal pain includes: arthralgia; back pain; carpal tunnel syndrome; 
limb discomfort; musculoskeletal pain; myalgia; neck pain; osteoarthritis; pain in  
extremity; sciatica

Rash includes: eczema; erythema migrans; rash; urticaria

Sleep disturbance includes: dyssomnia; sleep disorder; sleep paralysis; sleep talking

Upper respiratory infection includes: pharyngitis; rhinitis; sinusitis; upper respiratory 
tract infection; upper respiratory tract in�ammation; viral upper respiratory  
tract infection

6.2 Postmarketing Experience
The following adverse reactions have been identi�ed during post-approval use 
of WAKIX. Because these reactions are reported voluntarily from a population of 
uncertain size, it is not always possible to reliably estimate their frequency or 
establish a causal relationship to drug exposure:

General disorders and administration site conditions: fatigue

Immune system disorders: hypersensitivity (anaphylaxis)

Investigations: weight increased

Nervous system disorders: epilepsy

Psychiatric disorders: abnormal behavior, abnormal dreams, anhedonia, bipolar disorder, 
depression, depressed mood, nightmare, sleep disorder, suicide attempt, suicidal ideation

Skin and subcutaneous tissue disorders: pruritus

7  DRUG INTERACTIONS

7.1 Drugs Having Clinically Important Interactions with WAKIX

Table 2: Clinically Signi�cant Drug Interactions with WAKIX

Effect of Other Drugs on WAKIX

Strong CYP2D6 Inhibitors

Clinical  
Implication:

Concomitant administration of WAKIX with strong CYP2D6 
inhibitors increases pitolisant exposure by 2.2-fold.

Prevention or 
Management:

Reduce the dose of WAKIX by half [see Dosage and Administration (2.4), 
Clinical Pharmacology (12.3)].

Examples: paroxetine, �uoxetine, bupropion

Strong CYP3A4 Inducers

Clinical  
Implication:

Concomitant use of WAKIX with strong CYP3A4 inducers decreases 
exposure of pitolisant by 50%. 

Prevention or  
Management:

Assess for loss of ef�cacy after initiation of a strong 
CYP3A4 inducer. 

For patients stable on WAKIX 8.9 mg or 17.8 mg once daily, 
increase the dose of WAKIX to reach double the original daily dose 
(i.e., 17.8 mg or 35.6 mg, respectively) over 7 days. If concomitant 
dosing of a strong CYP3A4 inducer is discontinued, decrease 
WAKIX dosage by half [see Dosage and Administration (2.4), 
Clinical Pharmacology (12.3)].

Examples: rifampin, carbamazepine, phenytoin

Histamine-1 (H1) Receptor Antagonists

Clinical  
Implication:

WAKIX increases the levels of histamine in the brain; therefore, 
H1 receptor antagonists that cross the blood-brain barrier may 
reduce the effectiveness of WAKIX. 

Prevention or 
Management:

Avoid centrally acting H1 receptor antagonists.

Examples: pheniramine maleate, diphenhydramine, promethazine (anti-histamines) 
imipramine, clomipramine, mirtazapine (tri or tetracyclic antidepressants)

QT Interval Prolongation

Clinical  
Implication:

Concomitant use of drugs that prolong the QT interval may 
add to the QT effects of WAKIX and increase the risk of  
cardiac arrhythmia. 

Prevention or 
Management:

Avoid the use of WAKIX in combination with other drugs known to 
prolong the QT interval [see Warnings and Precautions (5.1)].

Examples: Class 1A antiarrhythmics: quinidine, procainamide, disopyramide;

Class 3 antiarrhythmics: amiodarone, sotalol;

Antipsychotics: ziprasidone, chlorpromazine, thioridazine;

Antibiotics: moxi�oxacin

Effect of WAKIX on Other Drugs

Sensitive CYP3A4 Substrates

Clinical  
Implication:

WAKIX is a borderline/weak inducer of CYP3A4. Therefore, reduced 
effectiveness of sensitive CYP3A4 substrates may occur when 
used concomitantly with WAKIX [see Clinical Pharmacology (12.3)].

The effectiveness of hormonal contraceptives (e.g., ethinyl estradiol) 
may be reduced when used with WAKIX and effectiveness may be 
reduced for 21 days after discontinuation of therapy. 

Prevention or 
Management:

Patients using hormonal contraception should be advised to use an 
alternative non-hormonal contraceptive method during treatment 
with WAKIX and for at least 21 days after discontinuation of 
treatment [see Use in Speci�c Populations (8.3)].

Examples: midazolam, hormonal contraceptives, cyclosporine

7.2 Drugs Having No Clinically Important Interactions with WAKIX
A clinical study was conducted to evaluate the concomitant use of WAKIX with moda�nil 
or sodium oxybate. This study demonstrated no clinically relevant effect of moda�nil 
or sodium oxybate on the pharmacokinetics of WAKIX and no effect of WAKIX on the 
pharmacokinetics of moda�nil or sodium oxybate [see Clinical Pharmacology (12.3)].

A clinical study showed that strong CYP3A4 inhibitors (e.g., ketoconazole, grapefruit juice) 
have no effect on the pharmacokinetics of WAKIX [see Clinical Pharmacology (12.3)].

8  USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Exposure Registry
There is a pregnancy exposure registry that monitors pregnancy outcomes in women who 
are exposed to WAKIX during pregnancy. Patients should be encouraged to enroll in the 
WAKIX pregnancy registry if they become pregnant. To enroll or obtain information from 
the registry, patients can call 1-800-833-7460.

Risk Summary
Available case reports from clinical trials and postmarketing reports with WAKIX 
use in pregnant women have not determined a drug-associated risk of major birth 
defects, miscarriage or adverse maternal or fetal outcomes. In animal reproductive 
studies, administration of pitolisant during organogenesis caused maternal and 
embryofetal toxicity in rats and rabbits at doses ≥13 and >4 times the maximum 
recommended human dose (MRHD) of 35.6 mg based on mg/m2 body surface area, 
respectively. Oral administration of pitolisant to female rats during pregnancy and 
lactation adversely affected maternal and fetal health and produced developmental 
delay at doses ≥13 times the MRHD, based on mg/m2 body surface area and 
increased the incidence of major malformations at 22 times the MRHD (see Data 
in Full Prescribing Information).

The estimated background risk of major birth defects and miscarriage for the indicated 
population is unknown. All pregnancies have a background risk of birth defect, loss, or 
other adverse outcomes. In the U.S. general population, the estimated background risk of 
major birth defects and miscarriage in clinically recognized pregnancies is 2% to 4% and 
15% to 20%, respectively.

8.2 Lactation

Risk Summary
There are no data on the presence of pitolisant in human milk, the effects on the 
breastfed infant, or the effect of this drug on milk production.

Pitolisant is present in the milk of lactating rats (see Data in Full Prescribing 
Information). When a drug is present in animal milk, it is likely that the drug will 
be present in human milk. The developmental and health bene�ts of breastfeeding 
should be considered along with the mother’s clinical need for WAKIX and any 
potential adverse effects on the breastfed child from WAKIX or from the underlying 
maternal condition.

8.3 Females and Males of Reproductive Potential 

Contraception
WAKIX may reduce the effectiveness of hormonal contraceptives. Patients using hormonal 
contraception should be advised to use an alternative non-hormonal contraceptive 
method during treatment with WAKIX and for at least 21 days after discontinuing 
treatment [see Drug Interactions (7.1), Clinical Pharmacology (12.3)].

8.4 Pediatric Use
The safety and effectiveness of WAKIX in pediatric patients have not been established.

Limited pharmacokinetic data from 24 pediatric patients with narcolepsy (ages 7 
to <18 years) receiving a single dose of WAKIX suggest that pediatric patients have 
higher exposure to pitolisant than adults. The exposure (Cmax and AUC) of pitolisant 
was 2-fold higher in pediatric patients 12 to <18 years and 3-fold higher in pediatric 
patients 7 to <12 years compared to adults.

8.5 Geriatric Use
Limited pharmacokinetic data are available in healthy elderly subjects. A pharmacokinetic 
study that compared 12 elderly subjects (age 68 to 82 years) to 12 healthy adults (age 18 
to 45 years) did not reveal any signi�cant differences in drug exposure [see Clinical 
Pharmacology (12.3)].

Of the total number of patients with narcolepsy in clinical studies of WAKIX, 14 patients (5%) 
were ≥65 years old. No overall differences in safety or effectiveness were observed 
between these patients and younger patients in these clinical trials, but greater sensitivity 
of some older individuals cannot be ruled out. In general, dose selection for an elderly 
patient should be cautious, usually starting at the low end of the dosing range, re�ecting 
the greater frequency of decreased hepatic, renal, and cardiac function, concomitant 
diseases, and other drug therapy.

8.6 Hepatic Impairment
WAKIX is contraindicated in patients with severe hepatic impairment (Child-Pugh C) as 
it has not been studied in this population. WAKIX is extensively metabolized by the liver 
and there is a signi�cant increase in WAKIX exposure in patients with moderate hepatic 
impairment [see Contraindications (4), Clinical Pharmacology (12.3)].

Monitor patients with moderate hepatic impairment (Child-Pugh B) and adjust the dosage 
of WAKIX [see Dosage and Administration (2.2)].

Monitor patients with mild hepatic impairment (Child-Pugh A). No dosage adjustment of 
WAKIX is recommended in patients with mild hepatic impairment.

8.7 Renal Impairment
The pharmacokinetics of WAKIX in patients with end-stage renal disease (ESRD) 
(eGFR of <15 mL/minute/1.73 m2) is unknown [see Clinical Pharmacology (12.3)]. 
Therefore, WAKIX is not recommended in patients with ESRD [see Dosage and 
Administration (2.3), Warnings and Precautions (5.1)]. 

Dosage adjustment of WAKIX is recommended in patients with moderate (eGFR 30 to 
59 mL/minute/1.73 m2) and severe (eGFR 15 to 29 mL/minute/1.73 m2) renal 
impairment [see Dosage and Administration (2.3)].

8.8 CYP2D6 Poor Metabolizers
Dosage reduction is recommended in patients known to be poor CYP2D6 metabolizers 
because these patients have higher pitolisant concentrations than normal CYP2D6 
metabolizers [see Dosage and Administration (2.5), Clinical Pharmacology (12.3, 12.5)].

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
The mechanism of action of pitolisant in excessive daytime sleepiness (EDS) or cataplexy 
in adult patients with narcolepsy is unclear. However, its ef�cacy could be mediated 
through its activity as an antagonist/inverse agonist at histamine-3 (H3) receptors.

12.2 Pharmacodynamics
Pitolisant binds to H3 receptors with a high af�nity (Ki = 1 nM) and has no appreciable 
binding to other histamine receptors (H1, H2, or H4 receptors; Ki ≥10 µM).

Cardiac Electrophysiology
WAKIX at the highest recommended dosage (i.e., 35.6 mg daily) led to a QTc increase of 
4.2 msec. Exposures 3.8-fold higher than achieved at the highest recommended dose 
increase QTc 16 msec (mean) [see Warnings and Precautions (5.1)].
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» Carey J. Myers, MD, PhD; and Carolina I. Retamero, MD

S uicide and cancer are among the top 10 
causes of death in the adult population of the 
United States. Although the overall preva-

lence of mortality due to cancer has been decreas-
ing, it is still the second leading cause of US deaths, 
responsible for 21.3% of total deaths in 2017.1 In 
comparison, suicide ranks 10th in this list, with 
1.7% of total deaths.

Cancer and suicide have both plagued humanity 
since the beginning of recorded history. The first 
recorded mention of cancer appears in the Edwin 
Smith papyrus, dating from about 3000 BCE. Sur-
viving documents from ancient Greek and Roman 
physicians detail attempts at diagnosing and curing 
the disease and give us the language we use today 
(oncology, from the Greek oncos, and cancer, from 
the Latin cancer, respectively). Suicide, too, has 
been a factor in death for millennia. The desire to 
control, to some extent, the timing and manner of 
one’s death has always been a human temptation, 
and this draw increases when physical or emo-
tional distress are present. 

Although estimates vary, patients with cancer 
(PWC) are at least twice as likely to die by suicide 
than people who do not have cancer. Moreover, 
having had psychiatric care prior to one’s diagnosis 
of cancer may not mitigate this increased risk. 

Suicide Risk in Cancer
The most common cancers worldwide are lung, 
breast, colorectal, prostate, skin, and stomach; 
lung, colorectal, stomach, liver, and breast cancers 
account for the most deaths.2 Suicide risk is not the 
same for all types of cancer, nor is it consistent over 
the disease course (Table 1).3-10 Several studies 
have found that suicide risk is highest immediately 
after diagnosis.11 Prostate cancer has a higher sui-

cide rate in the first year after diagnosis, but it is 
associated with a lower overall rate unless meta-
static disease is found, with additional increased 
risk when treatment is defined but not received. 
Unique to cancer is that the enhanced risk of sui-
cide persists more than 15 years past diagnosis.7

In addition to increased suicide risk, patients 
with head and neck cancers have higher depression 
scores than the general population, even before a 
cancer diagnosis. Therefore, the question arises of 
whether this subset of patients struggles with a bio-
logical cause in addition to diagnosis-related 
symptoms.10 Complicating these cases is the well-
known association of many head and neck cancers 
with the use of tobacco, alcohol, and other sub-
stances, leading to the question of whether the pre-
existing mood disorders lead to substance use that 
increases the risk of cancer. However, the relative 
increase in number of cases of head and neck can-
cers linked to human papillomavirus instead of 

substance use may alter this picture.
In the case of lung cancer, the risk of suicide has 

been decreasing, but Rahouma and colleagues12

found that these patients are at a higher risk than 
those with breast, prostate, or colorectal cancer. 
Furthermore, a large proportion of suicides may 
occur in patients with possibly nonfatal disease.4

The suicide risk in patients with breast cancer 
has been relatively stable over the last 4 decades 
and may be linked to whether the patient has un-
dergone surgery. Findings from Simpson and col-
leagues13 indicate that penile cancer patients have 
one of the lowest suicide rates and, in their study, 
all patients who died by suicide had undergone sur-
gical intervention. The link between surgical inter-
vention and suicide risk may be linked to cosmetic 
effects, particularly when they affect sexual organs 
and can potentially alter patients’ view of their de-
sirability and sexual roles.

In colorectal cancer, risk differs depending on 
the site of the lesion. Distally located disease is 
linked to a higher rate of suicide. This effect may 
be due to the more severe effects of distal disease 
on quality of life. Suicide risk in patients with 
stomach cancer was independently correlated with 
diarrhea, which can have a significant impact on 
lifestyle.9 It is not surprising that patients with ter-
minal cancers report significantly more suicidal 
ideation.

Screening and Risk Assessment
Very little information has been collected regard-
ing formal suicide risk assessment in PWC (Table 
2).14,15 Granek and colleagues16 found that health 
care providers did not feel adequately prepared to 
ask about suicidality or to provide support and re-
sources to patients.

The Columbia Suicide Severity Rating Scale is 
widely used for assessing suicidal intent, acts of 
furtherance, and suicide attempts. It is available at 
no cost and is designed to be used by anyone, in-
cluding individuals without prior mental health 
care experience; there are versions specifically for 
individuals with cognitive impairments and for 

New Approaches and 
Considerations to 
Cancer and Suicide

Table 1. Suicide Rates in Patients With Different Cancers (highest rate of suicide 
prevalence to lowest)

Type of cancer Effect on suicide rate

Lung Increased overall compared with breast, prostate, colorectal; risk over last 
decades decreasing3; large number of suicides in patients with treatable disease4

Breast Risk stable over past 40 years5; risk increased in patients who have surgery5

Colorectal Risk increased with distal lesions6

Prostate Increased in first year; lower risk overall unless metastatic disease7; hormonal 
therapies increase suicidal ideation8; risk persists >15 years past diagnosis8

Stomach Risk increased with gastrointestinal adverse effects (nausea/vomiting, diarrhea), 
decreased quality of life, and poor self-image9

Head and neck Increased10; increased depression scores even before diagnosis10

SIGNIFICANCE FOR PRACTICING PSYCHIATRISTS
 ◗ Patients with cancer are at increased risk for both suicidal ideation and completed suicide due to a combination of 
biological and psychological factors that must be addressed to increase quality of life.

 ◗ Cancers with the highest suicide risk include head and neck, lung, and pancreas. 

 ◗ Health care providers do not feel adequately prepared to assess patients for suicidality. 

 ◗ Increased risk is associated with older age, male gender, increased pain, lack of social supports, preexisting mood 
disorders, hopelessness; iatrogenic and biological factors must be assessed and addressed. 
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children. However, it does not provide guidance 
regarding full assessments or further steps if a 
screening is positive.

The Beck Hopelessness Scale asks true/false 
questions about future orientation, motivation, and 
expectations in order to assess negative feelings 
about the future. It can be used as an indirect evalu-
ation of suicidal thoughts, but it does not address 
suicidal ideation directly. The detailed interpreta-
tion report can be very useful in assessing changes 
over time. Again, although the questions can be 
asked by anyone, the interpretation requires a 
trained professional.

The Hamilton Depression Scale (HAM-D) is a 
relatively brief questionnaire that asks about a va-
riety of symptoms of depression. Suicide is men-
tioned in 1 of the 17 questions, which are on a 
graded scale. It does not ask about atypical symp-
toms and, while it has relatively high sensitivity, 
specificity is low.

The Patient Health Questionnaire-9 is a brief set 
of questions designed to be asked and reviewed by 
any health care professional, with recommenda-
tions of when to advise further assessment by a 
mental health professional. It has been shown to be 
reliable and valid in multiple studies. Like the 
HAM-D, it has relatively high sensitivity and low 
specificity.

Exploring Risk Factors 
Multiple studies have shown cancer as an indepen-
dent risk factor for completed and attempted suicide. 
Spoletini and colleagues17 contrasted suicide in the 
general population, which they attributed to “genetic 
and psychological vulnerability to stress,” to suicide 
in PWC, which involved the “intrinsic bio-psycho-
logical vulnerability to distress” linked to changes in 
the immune system associated with cancer. Thus far, 
research has not identified consistent risk factors 
that make the vault from suicidal ideation to suicide 
attempt more likely. Underlying factors such as 
mood disorders may increase risk but require “ad-
ditional precipitating events or conditions.”

Depression is a major risk factor, as it is in the 
general population, but the population with cancer 
is at higher baseline risk for depression, which has 
been linked to immunological changes.18 Identifi-
cation and treatment of depression in PWC has 
been shown to decrease morbidity and mortality.19

An important component of identifying at-risk 
patients is to determine the characteristics of those 
who historically have higher rates of suicide (Table 
3).3,20 Physical illnesses in general, particularly 
those associated with physical pain with conse-
quent lifestyle limitations, are consistent risk fac-

tors that play a role in at least 25% of suicides, and 
the correlation increases with age.21 Patients with 
significant uncontrolled pain are at higher risk—
thus a key component of cancer treatment must be 
adequate pain control. Minimal information has 
been collected on how substance use as reaction to 
a cancer diagnosis contributes to the risk of suicide. 

Although few thorough examinations of the 
methods typically used for suicide have been con-
ducted, the National Cancer Institute reports that 
overdose with painkillers and sedatives is the most 
common method of suicide used by PWC, and 
most of these occur at home.22 Despite this, screen-
ing for other methods of suicide (particularly fire-
arms) should not be neglected. 

Biological Risk Factors
A general understanding of suicidal ideation and 
behaviors involves alterations in the serotonin and 
hypothalamic-pituitary-adrenal axis (HPA) sys-
tems. Diseases like cancer that alter immune sys-
tem function can also alter these axes, which may 
result in increased risk of suicide. Independently of 
co-occurring cancer, the immune system is altered 
in depression (eg, changes in cytokine and cell-
mediated immunity; changes in HPA axis) and 
may contribute to the development of depression in 
a reciprocal manner.

Depression secondary to medical causes should 
be ruled out in PWC. This typically includes an 
evaluation of B12 and folate levels and checking for 
the presence of anemia, thyroid hormone imbal-
ance, or adrenal hormone imbalance. The utility of 
assessing abnormalities in levels of electrolytes, 
including sodium, potassium, and magnesium, re-
mains unclear, although there is considerable inter-
est in the effect of imbalances on mental health.

To further complicate this picture, several med-
ications used to treat cancer have been linked to 
depression, such as corticosteroids, L-asparagi-
nase, interferon-α, and amphotericin B.23-26 Careful 
review of medication regimens and treatment alter-
natives may offer options for minimizing the effect 
of cancer therapy on mental health.

Psychological Risk Factors
The escape model of suicidal drive may play a role, 
particularly in patients with a terminal diagnosis. 
This model postulates that the desire to escape 
from intolerable distress, combined with increased 
awareness of the factors contributing to that dis-
tress, leads to suicide.27 Accordingly, cancers as-
sociated with rates of survival of less than 5 years 
have correlated with higher suicide risk, leading 
some to wonder whether the type of cancer is more 

important than the cancer diagnosis.
There are confusing data regarding the compli-

cated mix of desire to speed up death, depression, 
hopelessness, and suicide risk. It appears that pa-
tients with baseline depression are more likely to 
want hastened death, expressing this desire up to 4 
times as often, but Porta-Sales and colleagues28

found that simply discussing the wish for more 
rapid death did not cause distress, and that nearly 
80% of patients felt it was an important topic for 
the care team to discuss.

Survivors of Childhood Cancers
Studies of suicidal ideation and completed suicide 
in adult PWC and survivors make up the bulk of the 
research in this area. As treatments and survival 
rates for childhood cancers improve, long-term 
studies of this population must include this infor-
mation to more fully understand the lifelong ef-
fects of cancer treatment in children and adoles-
cents, particularly since suicide is the top cause of 
death in the young adult populations of many de-
veloped countries. Gunnes and colleagues29

showed an increased risk of suicide in Norwegian 
patients aged 23 to 48 years who had a diagnosis of 
cancer before age 25 years. At exceptional risk 
were survivors of brain and testicular tumors, as 
well as of leukemia. An American study did not 
replicate this finding but reported an increased risk 
of suicidal ideation compared with sibling con-
trols.30 The average age of those who reported a 
first incident of suicidal ideation was 34 years, and 
they were, on average, 26 years past diagnosis. 
This is a serious example of how the sequelae of 
childhood cancer treatment can persist far into 
adulthood.

Refusal of Treatment 
Complicating the discussion of suicide in PWC is 
the subject of refusal of treatment—should this be 
considered suicide? Frenkel31 noted that “the 
unique patients who refuse conventional treatment 
are at times self-directed, confident, and active, 
and have thought deeply about the meaning of life 
and cancer and about their cancer treatment op-
tions.” What does it mean to have the ability to 
choose, to some extent, when we will die? This 
controversy has been taken all the way to the Su-
preme Court, with Justice Louis Brandeis writing 
in Olmstead vs US that “the right to be left alone . . 
.is the most comprehensive of rights and the right 
most valued by civilized men,” and Justice Burger 
clarifying that “nothing in this utterance suggests 
that Justice Brandeis thought an individual pos-
sessed their rights only as to sensible beliefs, valid 
thoughts, reasonable emotions.”32 Physicians are 
trained that the ultimate goal is to save or at least 
prolong life, but often neglected is the consider-
ation of quality of life and patients’ desire to live, 
and die, in a manner they can, to some extent, con-
trol. Isenberg-Grzeda and colleagues33 reported on 
3 patients who attempted suicide after being 
deemed ineligible for medical assistance in dying, 
further exemplifying the desire to have some say 
over the end of their lives.

Treatment Options
Treatment for depression in PWC can be quite 
similar to the treatment of depression in the general 

Table 2. Screening Tools

Tool Pros Cons

C-SSRS33 Clear methodology; validated No universally defined workflow post assessment

BHS34 Quick to administer; anyone can 
administer

Long (20 questions); assessment must be 
completed by professional

HAM-D34 Relatively high sensitivity; longest 
history of use; detailed

Relatively low specificity; requires some 
psychiatric training to use

PHQ9 Brief; reliability and validity proven; 
high sensitivity

Low specificity

BHS, Beck Hopelessness Scale; C-SSRS, Columbia Suicide Severity Rating Scale; HAM-D, Hamilton Depression 
Scale; PHQ9, Patient Health Questionnaire-9.
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population, with psychotherapy and pharmaco-
therapy (ie, selective serotonin reuptake inhibitors, 
selective serotonin-norepinephrine reuptake in-
hibitors, mirtazapine, trazodone) at its core. The 
most recent review of antidepressant therapy for 
depression in PWC did not show a significant im-
provement from placebo, but Ostuzzi and col-
leagues34 noted that there were few studies from 
which to draw this information and that much more 
research is needed.

Psychotherapy, no matter how brief, can help 
patients adjust to their new health circumstances 
and to reassess their view of their life up until their 
diagnosis and their goals going forward. In addi-
tion, special considerations, such as the influence 
of altered immune activity and the effects of che-
motherapy, must also weigh into treatment deci-
sions. Moreover, prescribers must be judicious in 
choosing medications that can be expected to show 
some positive effect within the patient’s expected 
lifetime, which may be significantly shortened. 
Stimulants may be useful in treating the fatigue 
and inattention that are common during cancer 
treatment. Close collaboration with the oncologic 
team can help to optimize mental health during 
cancer treatment.

Conclusions
Patients with cancer are at increased risk for both 
suicidal ideation and completed suicide. Factors 
contributing to this increase are biological and psy-

chological, and both components must be ad-
dressed in a timely fashion to increase quality of 
life. A refusal of treatment must not automatically 
be considered an instrument of suicide, but should 
be viewed as a complex decision, factoring in goals 
of care, particularly quality of life. 

Dr Myers is a fourth-year resident and Dr 
Retamero is a faculty member of the Department 
of Psychiatry, Albert Einstein Medical Center, 
Philadelphia, PA. The authors have nothing to dis-
close regarding this article.
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Table 3. Factors Associated With 
Increased Suicide Risk in Cancer29

Risk factor Factors for increased risk

Age Risk increases with age

Gender Men

Race White > unknown > other/black

Marital status Single

Stage Distant > regional > local
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Could you talk about your role at Relmada Therapeutics 
Inc as a pain management specialist, active clinician, and 
published author? 
I have been a [chief medical of�cer] before and [have] enjoyed how 
my clinical experience [has] help[ed] guide drug development and 
other aspects of the very complex process of advancing an investi-
gational program toward FDA submission and approval. 

As a pain management specialist who continues to see patients in 
the clinic, [I see] the burden of depression quite a bit. As a person with 
friends and family members affected by mental illnesses, I am also 
well aware of the burden and suffering [that] depression continues to 
in�ict on people and of the need for more effective treatment options 
and innovation in the �ght against depression. I am very motivated 
and also grateful to be part of bringing a novel therapy forward. 

I would also add that the pharmacology of REL-1017 relates to 
mechanisms that we know well in pain management: NMDAR and 
racemic methadone. 

How would you characterize the current treatment 
spectrum and unmet needs for patients with MDD?
There is a very large number of approved drugs for depression, yet 

both clinicians and patients recognize the limitations of today’s ther-
apies and the need for additional options. In terms of ef�cacy, as well 
known from the STAR*D trial, over half of patients treated with antide-
pressants continue to experience meaningful symptoms of depression. 
Delayed onset is an additional limitation, with current treatments taking 
4 to 8 weeks to work—when they work. We also hear from clinicians, 
patients, and the advocacy community about burdensome adverse  
effects affecting long-term adherence and overall quality-of-life, such 
as sexual dysfunction and weight gain. For adjunctive treatments, there 
are currently only 3 options approved by the FDA, all of which are atyp-
ical antipsychotics with neurological and metabolic adverse effects. A 
safe, well-tolerated treatment option that is effective and works quickly 
could mean a great deal [to patients and their families]. 

What should clinicians know about the investigational 
drug REL-1017 before considering referring patients or 
participating as an investigator site? 
REL-1017 is a novel NMDAR channel blocker. REL-1017 is thought 
to work through a selective, preferential block of abnormally hy-
peractive channels associated with depression while avoiding ef-
fects on channels that are associated with normal physiological 

Exploring the Potential of an 
Investigational NMDAR Channel 
Blocker for Major Depressive Disorder

People living with major depressive disorder (MDD) often experience a measure of symptom 
relief with current first-line options, but notable treatment needs remain, such as improve-
ment of residual symptoms, fewer adverse effects, and more rapid onset of therapeutic 
effect. Several agents for the treatment of MDD are in development, including REL-1017, a 
novel N-methyl-D-aspartate receptor (NMDAR) channel blocker. 

In this interview, Marco Pappagallo, MD, chief medical officer of Relmada Therapeutics, 
Inc, shares insight regarding the investigation of REL-1017 and its potential role in the treat-
ment spectrum. He previously served as professor and director of pain research in the De-
partment of Anesthesiology, at Mount Sinai, holds 4 patents for novel nonopioid analgesic 
approaches to chronic pain, and has edited and authored 4 textbooks and more than 100 
articles in peer-reviewed journals. 
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PARTNER PERSPECTIVES



functions.  New data are indicating that this unique activity may be  
related to its preference for NMDARs containing the GluN2D subunit, 
speci�cally. With this mechanism, REL-1017 is being evaluated to  
determine whether it can provide therapeutic effectiveness for  
patients with depression without psychotomimetic effects or other 
cognitive [adverse] effects that have limited the clinical utility of other 
NMDAR channel blockers, such as ketamine or MK-801.

The molecule itself is esmethadone, [which is] the dextro-
isomer of methadone and is opioid inactive. [It is] also referred to 
as dextro- or d-methadone. It is a new chemical entity [NCE] and 
[is] pharmacologically distinct from both the parent racemate—
[ie], methadone—as well as the levo-isomer of methadone, or 
l-methadone, which are instead powerful opioids. In contrast, 
esmethadone’s lack of opioid agonist effects enables the potential for 
antidepressant activity without the risk of addiction and respiratory 
depression of methadone. 

The therapeutic potential of esmethadone was �rst identi�ed 
and explored at [NewYork-Presbyterian Hospital]/[Weill] Cornell 
[Medicine]. Researchers observed that when esmethadone was tried 
in late-stage cancer patients, their pain did not improve but there were 
positive effects on mood. In parallel, we were learning more about the 
NMDAR’s role in depression. Since then, phase 1 and 2 studies have 
con�rmed esmethadone’s potential as a safe, effective antidepressant 
with quite rapid onset. However, these very encouraging results need 
to be further con�rmed in larger and longer phase 3 studies. Relmada 
Therapeutics, Inc is currently conducting these studies as part of our 
RELIANCE Clinical Research Program. 

What should psychiatrists know about the design of the 
RELIANCE program in MDD? 
We are enrolling! RELIANCE is designed to evaluate the potential for 
REL-1017 as a treatment for MDD. It includes studies assessing the 
investigational drug as an adjunctive treatment as well as monother-
apy. The program includes randomized placebo-controlled studies 
with a treatment phase of 28 days, which can be followed by a long-
term, open-label safety study in which all participants receive REL-
1017, the investigational drug. 

In all placebo-controlled studies in the RELIANCE Clinical 
Research Program, [participants] have a 1:1 ratio, or a 50/50 chance 
of receiving a placebo during the 28-day treatment phase. All 
participants in the placebo-controlled studies will have the option 
to roll over into RELIANCE-OLS, the open-label, [long-term] safety 
study in which every participant will receive REL-1017. The duration 
of RELIANCE-OLS is at least 1 year. The long-term, open-label 
study will also include people who enroll directly, without previous 
RELIANCE trial participation. 

These studies are being conducted [at many sites] in the United 
States. COVID-19 has propelled us toward virtual clinical trials, 
reducing the logistical and transportation burden for participants. 

We will continue recruiting throughout 2021 with [the] goal of 
completing our 2 pivotal adjunctive treatment studies in the �rst half 
of 2022. 

Can you share more details about the design of the 
program—specifically, eligibility criteria and outcome 
measures?
This program was designed by leading experts in the �eld of depres-
sion, including Dr Maurizio Fava of Harvard Medical School and Mas-
sachusetts General Hospital. We are very grateful for his expertise, as 
well as that of our many great scienti�c advisors. 

The primary end point in these studies is a standard scale accepted by 
the FDA for evaluation of treatments for MDD: the MADRS [Montgomery-
Asberg Depression Rating Scale] at day 28. We expect rapid ef�cacy, 
and therefore the change in MADRS at day 7 is a key secondary end 
point; we are also capturing several different parameters, including 
quality-of-life measures. 

RELIANCE-OLS, which is the long-term, open-label safety study, 
has a duration of at least 1 year. [In this study,] all patients receive 
treatment. We are accepting participants [who] roll over from any arm 
in the pivotal studies, as well as new participants. 

The studies are [devised] for adults, and the inclusion and exclusion 
criteria are standard for these types of clinical trials.  We are also 
considering an approach for adolescents and younger children. We 
welcome interest from your readers.  

How do you see an agent such as REL-1017 potentially 
fitting into the current treatment landscape in MDD?
Our primary focus is the phase 3 program to support [a new drug] 
application to the FDA for REL-1017 as an adjunctive treatment  
for MDD. 

We see the opportunity to pursue the adjunctive indication 
as important for several reasons. First, many patients do have 
some bene�t from their �rst-line therapies and may not want to 
discontinue therapy but would appreciate an additional option that 
could help. Second, as clinicians, we appreciate that [the] weaning 
off of these medications is not trivial, and [doing so] can delay 
the progress towards bene�ting from therapy. Lastly, [although] 
there are dozens of approved antidepressants with [a] broad MDD 
indication, there have only been 3 [antidepressant] drugs approved 
by the FDA to date as adjunctive treatments, all of which are 
atypical antipsychotic [agents]. [Thus,] there is a real opportunity 
to provide a novel therapeutic option as an adjunctive treatment 
that may be superior in effectiveness and safety compared [with] 
atypical antipsychotic agents. 

If a clinician or a patient is interested in learning more 
about the program or this investigational agent, what is 
the best way they can get in contact? 
Please do reach out, whether you are interested as an investigator, 
on behalf of potential patient participants, or because of a loved one 
who may be interested. We are actively talking to clinicians about 
setting up clinical trial sites and operations around the United States 
but are always open for discussions and inquiry.  

Please email us at clinicaltrials@relmada.com.
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Addiction & Substance  
Disorders

Surveying the records of morphine 
maintenance clinics that dotted the 
United States from the 1910s to the 
1920s, historian David Courtwright 
observed that the Southern White 
population experienced the highest 
rate of opiate addiction in the nation. 
Few Black Southerners appeared in 
the clinics’ records, although the fa-
cilities were ostensibly open to Black 
patients.11 

This enduring racial gap in the opi-
ate addiction rate stemmed largely 
from racist 19th-century medical be-
liefs about Black bodies, coupled 
with substandard medical care pro-
vided to Black Civil War troops. 
Nineteenth-century psychiatry pos-
ited that, among other causes, opiate 
addiction stemmed from mental over-
stimulation, which led to insanity and 
substance abuse. Such overstimula-
tion could only occur among intelli-
gent, sensitive White Americans, ac-
cording to Civil War–era psychiatrists. 
In contrast, White medical authorities 
claimed that Black Americans were 
too “simple-minded” to experience 
mental overstimulation, which pre-
cluded them from insanity and opiate 
addiction.10 

According to J. D. Roberts, a North 
Carolina doctor, Black bodies lacked 
“the same delicate nervous organiza-
tion” as Whites, and thus “d[id] not 
demand the form of stimulant con-
veyed in opium” as did Whites. Black 
people, Roberts claimed, also had a 
“general ignorance” of medical care, 
an assertion implying that Black 
Americans lacked the knowledge to 
care for their health needs by self-
medicating with opiates, as White 
Americans often did.9 

This constellation of racist beliefs 
was developed by antebellum White 
Southerners to justify keeping Black 
people enslaved and to ward off abo-
litionist critiques.12 After the Civil 
War, apologists of Jim Crow fine-
tuned these beliefs and used them to 
explain why White Civil War veterans 
had opiate addiction more often than 
Black veterans. 

In reality, the relative infrequency 
of opiate addiction among Black 
Civil War veterans and other African 
Americans during the late 19th cen-

tury stemmed from structural racism 
in medicine and health care. Under-
treatment for pain and subpar medi-
cal care in the military left Black vet-
erans far less likely to become 
addicted to opiates than their White 
counterparts. Just as White doctors 
believed that Black Americans were 
less liable to mental overstimulation 
than White Americans, so too did 
these physicians believe that Black 
bodies were less sensitive to pain.13 
Consequently, Black Americans 
were much less likely to be pre-
scribed opiate painkillers during the 
Civil War. 

Prescription records from the war 
are exceptionally rare, and none are 
extant for Black regiments. But anec-
dotal evidence suggests that army 
surgeons, who were overwhelmingly 
White, often refrained from prescrib-
ing opiates to wounded Black sol-
diers because they believed that 
Black men were not troubled by pain. 
One White surgeon assigned to a 
Black regiment refused to give pain-
killers to a soldier whose foot was 
partly severed by shrapnel. Under 
such circumstances, the standard of 
care for White soldiers was mor-
phine, given early and often. But 
when confronted, the surgeon 
claimed that the wounded man in 
question “was not suffering much 
pain,” despite the gruesome nature of 
the wound.14 The surgeon in this epi-
sode—and likely countless similar, 
unrecorded incidents—seems to 
have been motivated by the main-
stream contemporary medical belief 
that Black men were impervious to 
painful injuries that would have de-
bilitated White soldiers and war-
ranted opiates. 

Doctors also seem to have avoided 
giving opiates to Black soldiers de-
bilitated by diarrhea, although sur-
geons usually administered opiates to 
White soldiers afflicted by the same 
illness. Surgeons knew that well-
timed, liberal administration of opi-
ates could, and often did, stave off 
soldiers’ deaths by dehydration, the 
risk of poisoning or addiction not-
withstanding. Consequently, the 
mortality rate for diarrheal sick-
nesses among White troops—for 
whom surgeons prescribed opiates 
liberally—was a relatively low 
17.3%. In contrast, mortality among 
Black troops was 33.9%, nearly dou-
ble that of White soldiers.15 This ex-
cessive mortality suggests that Black 
soldiers did not have access to pre-
scription opiates, the standard of care 
for diarrheal ailments. 

Black soldiers’ lack of access to 
opiate analgesics and antidiarrheals 

was typical, not exceptional, when 
considered within the broader 
scheme of Civil War medicine. In-
deed, scholars have documented per-
vasive racism in Civil War military 
and humanitarian medicine, which 
diminished the quality of medical 
care accessible by Black Americans 
and resulted in thousands of avoid-
able Black deaths during the Civil 
War and its aftermath.16

Persistent Racial Inequali-
ties in the Opioid Crisis
Racial disparities in access to essen-
tial opioid medicines has been a per-
sistent feature in American health 
care, both during the Civil War era 
and in recent decades. Amidst the on-
going opioid crisis, multiple studies 
have found that Black Americans are 
less likely to suffer from prescription 
opioid addiction than White Ameri-
cans. Like Black Civil War veterans 
in the late 19th century, African 
Americans today have less access to 
prescription opioid painkillers than 
White Americans. Persistent racial 
disparities in opioid prescribing rates 
have been so extreme that, until re-
cently, White Americans were about 
twice as likely to die from prescrip-
tion opioid overdose as African 
Americans.17-19

The relative infrequency of opiate 
addiction among Black Americans 
compared with White Americans has 
been touted as a “protection,” shield-
ing African Americans from the 
brunt of the opioid crisis.20 Consid-
ered in the historical context, how-
ever, such rhetoric misses the mark. 
While it is true that during the Civil 
War–era opioid crisis and that of to-
day, iatrogenic opioid addiction has 
been less prevalent among Black 
Americans than White Americans, 
this racial disparity should not be cel-
ebrated as a metaphorical silver lin-
ing. Instead, the relative infrequency 
of prescription opioid addiction 
among African Americans in the last 
century and a half merely reveals the 
long-standing, destructive influence 
of structural racism in American 
health care that has been, and contin-
ues to be, manifested in Black Amer-
icans’ unequal access to essential 
opioid medicines. 

Dr Jones is postdoctoral scholar, 
George and Ann Richards Civil War 
Era Center, Pennsylvania State 
University, State College, 
Pennsylvania. His website is https://
jonathansjones.net. 
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Table. Opioids Were 
Considered Cure-Alls for 
Many Ailments

 Dysentery
 Cholera
 Malaria
 Pneumonia
 Menstrual pain
 Painful injuries and wounds
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» Jonathan S. Jones, PhD

I n the past few years, opioids have 
seen an increase in media atten-
tion, as the country grapples with 

what has been called an opioid epi-
demic. However, opioid addiction is 
not just a plague of recent decades; 
the phenomenon of widespread opi-
oid addiction dates back to the 19th 
century when the Civil War sparked 
the United States’ first opiate addic-
tion epidemic among ailing veterans. 
Nineteenth-century opiate addiction 
cases usually originated in doctors’ 
prescriptions, a disturbing parallel 
with today’s ongoing opioid crisis 
resulting from opioid overprescrib-
ing during the 1990s. 

The alarming parallels between 
the 19th- and 21st-century opioid cri-
ses in the United States are not lim-
ited to iatrogenesis. Both crises ex-
hibit a history of troubling racial 
inequalities in access to opioids as 
well. Addiction was far more com-
mon among White Civil War veter-
ans than among Black veterans, who 
lacked equitable access to opiates. 
This pattern presaged the opioid un-
derprescribing experienced by Black 
Americans in recent decades.1 Thus, 
the history of the Civil War–era opi-
ate addiction epidemic not only re-
veals the deep historical origins of 
iatrogenic opioid addiction in the 
United States, but also underscores 
how Black Americans have experi-
enced long-standing racial inequali-
ties in access to opioid medicines. 

Opioid Use Patterns During 
the Civil War Era
During the antebellum decades, ad-
diction to rudimentary opiates such 
as laudanum and opium in gum, pill, 
and powdered forms was common 
among White Americans. Discussion 
of opiate addiction, often dubbed the 
“opium habit” or “slavery to opiates,” 
appeared frequently in medical jour-
nals, monographs, textbooks, and 
newspapers beginning in the 1830s. 
Psychiatrists, physicians, and other 

Americans widely attributed opiate 
addiction to the sufferers’ mental ill-
ness, constitutional weakness, or 
moral failings. Consequently, Ameri-
cans afflicted by this opium habit 
were frequently victim-blamed, stig-
matized, and institutionalized.1

In reality, Americans addicted to 
opiates could usually trace their trou-
bles to medical care. Most opiate ad-
diction in the 19th century was iatro-
genic, stemming directly from 
physicians’ prescriptions or their 
medical advice.2 Opiates were stan-
dard remedies for hundreds of ail-
ments (Table). A survey of 30 ante-
bellum American medical textbooks, 
materia medica commentaries and 
formularies, medical handbooks, 
medical dictionaries, and home 
health guides published between 
1813 and 1858 identified approxi-
mately 150 distinct ailments for 
which opiates were indicated. The 
figure fluctuates slightly depending 
on how certain illnesses are classi-
fied, as many 19th-century medical 
diagnoses do not map precisely to 
modern diagnoses.1 

Contemporary hospital3 and phar-
macy4 records indicate that opiates 
were among the most commonly pre-
scribed medicines of the 19th century. 
In a pre–germ theory era, when typi-
cal medical interventions failed to ef-
fectively address the microorganisms 
at the root of many sicknesses, doc-
tors and patients prized opiates as 
utilitarian remedies that effectively 
mitigated a legion of symptoms, re-
gardless of cause. Indeed, as one en-
thusiastic medical student at the Uni-
versity of South Carolina explained, 
opium was “the ‘Magnum Dei Do-
num’”—the great gift of God—“of 
the Materia Medica.”5

In the aftermath of the Civil War 
(1861-1865), the phenomenon of 
opiate addiction reached epidemic 
levels for the first time in American 
history, developing into a major pub-
lic health crisis with alarming social 
implications. This epidemic, the ear-
liest opioid crisis in US history, was 

driven initially by sick and injured 
Civil War veterans, who became the 
first distinct cohort in the nation to be 
widely associated with opiate addic-
tion. The Civil War presented the 
greatest health disaster of the 19th 
century. It prompted surgeons to rely 
more heavily than ever on opiates, 
including the newly available hypo-
dermic morphine injections.6 A Con-
federate medical handbook summed 
up the medical consensus of the day 
when it described opium as the most 
“indispensable drug on the battle-
field—important to the surgeon, as 
gunpowder to the ordnance.”7

Accordingly, military surgeons of 
the North and South prescribed 
opium pills and morphine injections 
liberally to ease pain stemming from 
gunshot wounds, amputations, and 
traumatic nerve injuries. Surgeons 
also doled out opium and laudanum 
to treat dysentery and diarrheal sick-
nesses, the most common health 
complaints of the war. Many soldiers, 
taking their cue from army surgeons, 
continued purchasing and consuming 
opiates after leaving the military. 
This was not terribly difficult be-
cause there were few legal restric-
tions on narcotics until the early 20th 
century. The Civil War thus sparked 
an unprecedented surge in iatrogenic 
opiate addiction, resulting in tens of 
thousands of cases of chronic addic-
tion among veterans. Predictably, 
overdose deaths were frequent 
among veterans, and the medical lit-
erature of the period is littered with 

cases of men whose lives were up-
ended by addiction.8

Black Civil War Soldiers and 
Opiate Addiction
Racial disparities were evident 
among Civil War veterans addicted to 
opiates, who were disproportionately 
White. Although Black soldiers com-
prised approximately 10% of the US 
army during the Civil War, they were 
not equally represented among the 
cohort of veterans who were ad-
dicted. In a sample of approximately 
150 Civil War veterans who experi-
enced opiate addiction in their post-

war lives—the largest sample of any 
study to date, albeit compiled from 
spotty, extant Civil War–era medical 
records—I could identify only 1 
Black Civil War veteran who suf-
fered from an opium habit.1

Contemporary physicians and 
psychiatrists likewise noted a distinct 
racial gap in opiate addiction. In 
1885, a physician reported that the 
Eastern North Carolina Insane Asy-
lum had admitted an exceedingly 
rare case of a “colored insane man” 
of whom “it was alleged that his in-
sanity was caused from the opium 
habit.” The man’s case was worthy of 
note because “this was the only case 
of opium habit he [the doctor] had 
ever seen in the negro.”9 The next 
year, a White Alabama physician also 
observed that “the opium habit is 
rare” among the Black population af-
ter the Civil War.10 This racial gap 
persisted for decades. 

The Opioid Addiction Crisis and 
Racism: A Long, Troubled History 

COMMENTARY

This enduring racial gap in the opiate 
addiction rate stemmed largely from racist 
19th-century medical beliefs about Black 
bodies, coupled with substandard medical 
care provided to Black Civil War troops. 
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Challenging Diagnoses, New 
Treatments, and Clinical Conundrums 

Discussed at Annual Meeting

» Heidi Anne Duerr, MPH

T oo often, the medical issues associated 
with traumatic brain injury (TBI) are mis-
taken for psychiatric disorders, and pa-

tients are mistakenly referred to psychiatrists for 
treatment, Gregory J. O’Shanick, MDDLFAPA, 
told attendees. 

O’Shanick, medical director of the Center for 
Neurorehabilitation Services in Richmond, Vir-
ginia, reminded psychiatrists to leverage their 
medical knowledge when assessing patients to 
help distinguish TBI-related medical mimics 
and true psychiatric diagnoses. 

As the prevalence of TBI has increased, so 
too has research linking psychiatric disorders 
and TBI, O’Shanick said.1 Jennie Ponsford, 
PhD, and colleagues explored this phenomenon 
and found that only about 23% and 21% of indi-
viduals had a pre-TBI history of a mood disor-
der or an anxiety disorder, respectively.2 They 
found an increase in psychiatric symptomology 
within the first year after TBI; mood and anxiety 
symptoms were most common (prevalence, 
17.2%-62.0% and 10.3%-34.2%, respectively). 
Interestingly, O’Shanick noted depression is 4 
to 6 times more common in patients with TBI 
than in the general population, and it is the most 
common cause of depression in men.

It is possible, he explained, that some of these 
mood disturbances and anxiety symptoms may 
be better explained as a medical consequence of 
TBI—or a signal of homeostatic disruption. In 
such cases, providing psychopharmacological 
treatment might improve symptoms but will not 
address the underlying cause. 

To illustrate this issue, O’Shanick discussed 
examples of phobias misattributed to psychiat-

ric diagnoses. For instance, if an individual has 
unrecognized balance and visual issues as a re-
sult of TBI, they may feel a sense of anxiety 
when in crowds. Instead of recognizing that the 
uneasiness is due to stability issues, the person 
may inappropriately link the feeling to an anxi-
ety disorder. 

“As physicians, we need to figure that out,” 
O’Shanick emphasized. 

Fortunately, a few simple questions and exer-
cises can help determine the root cause of the 
psychiatric symptoms. For example, to deter-
mine if agoraphobia symptoms may actually be 
vestibular in nature, ask your 
patient if they need to touch the 
wall to prevent falling when 
closing their eyes in the 
shower. Or, if the patients feels 
anxious in a crowded area like 
a store or mall, ask if pushing a 
cart or stroller, or holding on to 
another person, makes them 
feel better. If they answer yes, 
a few simple follow-up tests 
(eg, the Balance Error Scoring 
System and Fukuda Stepping 
Test) can confirm the presence 
of the medical mimic. Refer-
rals for vestibular physical 
therapy and a neuro-ENT con-
sultation may prove useful for 
such patients.

Similarly, to determine if there is social pho-
bia or vergence, ask your patient if they are hav-
ing trouble seeing or reading books at a normal 
distance. Then, check their near point of conver-
gence and conduct a cover test. Consider a refer-
ral to a neuro-optometrist.

In other cases, a central auditory processing 
disorder may be confused with attention-deficit/
hyperactivity disorder. Ask your patient if they 
have better sustained attention for visual vs ver-
bal interactions, or if they have trouble under-
standing what people say if they cannot see their 
faces or mouths. Weber and Rinne tests can also 
prove useful, and a referral to an audiologist is 
indicated.

Posttraumatic neuroendocrine (PTNE) disor-
ders may be relatively common in patients with 
TBI,3 and mood symptoms are associated with 
PTNE, O’Shanick explained. Psychiatrists 

should inquire about changes 
in menses, sex drive, cold in-
tolerance, and skin and hair 
dryness to elucidate if PTNE is 
a potential cause of the mood 
symptoms. Lab studies should 
be considered, including free 
thyroxine, thyroid-stimulating 
hormone, follicle-stimulating 
hormone, luteinizing hormone, 
immunoglobulin-1, estradiol/
testosterone, and AM/PM corti-
sol. In considering TBI in these 
cases, O’Shanick reminded at-
tendees that they should not 
overlook intimate partner vio-
lence and child abuse. 

Finally, O’Shanick illumi-
nated the inherent biases in the Minnesota Mul-
tiphasic Personality Inventory-2 that could lead 
to incorrect diagnoses. For instance, stomach 
trouble and headaches score positively on the 
hypochondriasis scale, but both of these symp-
tos may be related to TBI and TBI treatments. 
Similarly, positive scores on the hysteria scale 

The 2021 American Psychiatric Association Virtual Annual Meeting brought together leaders 
in psychiatry to discuss hot topics including diversity, COVID-19, mood disorders, and more. 

Is It a Psychiatric Disorder or a TBI Medical Mimic?

“Depression is 4 to 6 
times more common in 
patients with TBI than 

in the general 
population, and it is the 
most common cause of 

depression in men.”
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» Leah Kuntz

T his is not a simple treatment or a treatment 
to take lightly,” Richard C. Shelton, MD, 
said during the Q+A portion of the presen-

tation “Ketamine for Depression: Is the Hype 
Holding Up? Mechanisms and Evidence.” “On 
the other hand, we’ve seen remarkable results.”

Shelton, director of research of the Hunts-
ville Regional Medical Campus of the Univer-
sity of Alabama, Birmingham (UAB), School of 
Medicine; the Charles B. Ireland Professor in 
UAB’s Department of Psychiatry and Behav-
ioral Neurobiology; and director of the UAB 
Depression and Suicide Center, began with a 
discussion of ketamine’s functions in the brain. 
He discussed how it restores the regulatory pro-
cesses for patients with depression and other 
mood disorders, using the results of a study by 
Li et al to illustrate his points.1 

“Stressful experiences cause a reduction or 
retraction of spines and synapses. The brain is 
less able to control or regulate the emotional 
state,” Shelton explained. 

With ketamine administration, there is an al-
most immediate increase in formation of critical 
spine and synaptic proteins. 

“When you add ketamine to the system, you 
produce a rapid return and restoration of those 
spines and synapses. We see an effect within 24 
hours,” Shelton continued. “Ketamine has the 
ability to restore the regulatory control to the 
brain and helps, theoretically, to normalize 
mood.”

Shelton shared data from 8 studies that inves-
tigated ketamine; they found ketamine produced 
a rapid, robust effect for patients with severe 
treatment-resistant depression.2-9 Data from ad-

ditional studies demonstrated how ketamine 
functioned for patients with suicidal ideation.10-13 

“The good news: Ketamine really seemed to 
work in these patients with highly treatment-
resistant depression,” Shelton said.

Shelton also addressed key concerns regard-
ing ketamine, especially how it may be a chal-
lenge to prescribe. First, the US Food and Drug 
Administration requires a “somewhat cumber-
some” risk evaluation and mitigation strategy 
program, which requires registration by the 
clinic, provider, and patient. There are prior au-
thorization hurdles as well as reimbursement 
issues, he added. Nonetheless, Shelton finds 
ketamine is more than worth the attendant logis-
tical struggles. 

“When I treated my first patient with IV ket-
amine in 2012, it was just amazing to see the 
effect occur within 24 hours,” Shelton said. 
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Ketamine: Not a Simple Treatment, but a Worthy One

Ketamine has the ability to 
restore the regulatory 

control to the brain and 
helps, theoretically, to 

normalize mood.

“

result from the patient noting they are unable to 
work, feel sad, and have trouble sleeping, all of 
which are associated with TBI.

Ultimately, the psychiatrist is in the ideal po-
sition to leverage their medical and behavioral 
knowledge to support these patients. 

“Hopefully, [these insights] will allow you to 
think a little bit differently when patients come 

into your office,” O’Shanick concluded. “Maybe 
ask some increased questions when it comes to 
injury-related issues, concussion-related is-
sues… to see if there are some other types of 
medical issues behind some of the anxieties that 
your patients have. At the end, you may just find 
that you’re practicing … much more success-
fully and ultimately helping your patients.” 
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T here is universal confusion around excited delirium syn-
drome (ExDS): What is it and how should it be treated? In 
short, we do not know all the answers, and no comprehen-

sive treatment guidelines or formal criteria exist, according to a 
panel presentation. Representing the fields of emergency medi-
cine, psychiatry, psychology, and emergency medical service 
(EMS), the expert panel consisted of Leslie Zun, MD, MBA; 
Thom Dunn, PhD; Julie Owen, MD, MBA; and Sarah E. Slo-
cum, MD. 

Recent events have brought to light the importance of clarify-
ing the differential diagnosis, signs and symptoms, and univer-
sal treatment protocols of ExDS, which to date remain unclear. 

In the last year, the world witnessed George Floyd dying at 
the hands of a police officer. In 2019, Elijah McClain, aged 23 
years, a massage therapist, was placed in a chokehold by law 
enforcement and sedated by EMS with 500 mg of ketamine, a 
tactic that is legal in Colorado to control ExDS. By the time he 
arrived at the hospital, he was brain dead; he died 3 days later.

How McClain died is a matter of dispute, but 1 thing is clear: 
These and many, many more incidents in the public eye have 
shone a spotlight on the use of force by police and in emergency 
settings. 

Dunn, a psychologist who is involved in emergency medical 
services, shared an ultimately tragic example of ExDS in a hos-
pital setting in which an adult male Black patient demonstrated 
signs of the condition. The presence of police seemed to inten-
sify the patient’s agitation. He began to sweat profusely, stripped 
naked, shouted incomprehensibly, and flailed his arms. After 
multiple attempts to restrain him, police tased him. Emergency 
staff then administered ketamine, and he subsequently died.

In 2020, the American Psychiatric Association released a po-
sition statement on ExDS1:

DSM-5 recognizes Delirium, hyperactive type, but the 
symptoms of this condition differ in many ways from 
the symptoms typically attributed to excited delirium 
(e.g., superhuman strength, impervious to pain, etc). 
Recent data suggest that persons being detained by the 
police and described as having ‘excited delirium have 
frequently received medication from emergency medi-
cal technicians (EMTs) intended to rapidly sedate 
them…In some reported cases, it is questionable 
whether the person identified as having an ‘excited de-
lirium’ actually had any medical condition warranting 
its use. 

The discussion concluded with Slocum’s call for action: “We 
really need to address this condition as a group and figure out 
what’s going to be best for that patient.”
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“excited delirium” and appropriate medical management in out-of-hospital contexts. Decem-
ber 2020. Accessed May 22, 2021. https://www.psychiatry.org/File%20Library/About-APA/
Organization-Documents-Policies/Policies/Position-Use-of-Term-Excited-Delirium.pdf ❒

» Paul Gleason, PhD

E thical dilemmas arise when multiple ethical responsibilities stand in 
tension with each other,” Charles Dike, MBChB, MPH, told the at-
tendees.

During the discussion, one issue stood out: the possible conflict between 
psychiatrists’ duties to their individual patients and their duties to promote 
the good of the public as a whole. 

This conflict has become particularly pressing this past year due to the 
global pandemic, and the panelists considered the problem from several 
angles as they answered previously submitted questions.

One question concerned confidentiality: What should be done when a 
patient reports that their parents are sending the patient’s sibling to school, 
despite the child’s positive SARS-COV-2 virus results? 

Daniel J. Anzia, MD, a member of the expert panel, explained, “The 
participation in public health endeavors is a long-standing, recognized po-
tential exception to the obligation of psychiatrists, and all physicians, to 
maintain confidentiality.” Past department chair for psychiatry at Advocate 
Lutheran General Hospital in Park Ridge, Illinois, Anzia said that ideally, 
the patient—who was no longer a minor—would make the report to the 
school, and then inform the family that public health officials might be 
contacting them. But, he added, if the patient refused, “it is permissible for 
the psychiatrist to make such a report.”

Another questioner asked what psychiatrists should do if patients insisted 
on being seen in person, even at the height of the pandemic. Panel member 
Patricia (Tia) Powell, MD, director of the Montefiore Einstein Center for 
Bioethics in the Bronx, New York, told at-
tendees that they are not required to put 
themselves at physical risk. “Among our 
many obligations as psychiatrists is to 
provide a safe space in which we can offer 
therapy for our patients. That includes 
keeping the patient and psychiatrist safe 
from each other in terms of communicat-
ing the virus,” she explained.

In addition, Powell noted that many 
psychiatrists have extended their knowl-
edge and use of telehealth, discharging 
their obligation to offer care in person by 
working with patients to make telehealth 
possible. If the patient refuses telehealth, 
protective gear, and vaccination, she said, 
“it could be legitimate for a psychiatrist to 
say, ‘At this time, I’m not able to continue working with you.’”

Similarly, are psychiatrists obligated to get an available COVID-19 vac-
cine? Although “a psychiatrist has a right to refuse the vaccine, the psychia-
trist should consider their wider obligations of such a decision, including an 
unspoken statement—to the psychiatrist’s colleagues and patients—that the 
psychiatrist does not trust the vaccine,” said Dike, associate professor of 
psychiatry at Yale School of Medicine and associate program director of its 
Law and Psychiatry Fellowship. “This could discourage vulnerable patients 
from taking what could be a life-saving intervention.” 

What are the obligations of a psychiatrist to a new patient who has yet to 
be seen? The panel was presented with a situation in which a new patient 
reports suicidal thoughts on a previsit questionnaire, and then does not come 
to the appointment or answer calls. Should the psychiatrist send someone to 
check on the patient? 

Experts Express Concern 
Over Excited Delirium 
Syndrome Diagnosis

Panel Tackles 
Ethical Conundrums 

“

“Among our many 
obligations as 
psychiatrists is to 
provide a safe 
space in which we 
can offer therapy 
for our patients.”
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Avoid These Common Retirement Mistakes 
» Julianne F. Andrews, MBA, CFP, AIF; and 
Medical Economics Staff

M any physicians falsely believe that retire-
ment planning will be easy because they 
are high-income earners. However, high 

income does not guarantee smart money manage-
ment, and even physicians aren’t immune to mak-
ing financial missteps. To ensure financial health, 
physicians should avoid these common retirement 
planning mistakes.

Waiting to start planning. Medical 
school and residency may pre-
vent physicians from entering 
their earning years until their 
mid-30s. As such, clinicians have 
less time to accumulate savings, 
and savings have less time in the 
market to compound. Unfortunately, for many 
young residents, socking away for retirement 
tends to take a back seat to purchasing a home, 
starting a family, or simply not having to live 
frugally. In order to counteract getting a late 
start, physicians will need to increase their sav-
ings rate and begin funding their retirement 
savings as soon as possible.

Not saving enough. Because physicians are high 
earners, they usually enjoy a higher standard of 
living that they would like to maintain in retire-
ment. In order to live a comparable lifestyle 
over an extended retirement period, physicians 

need to find ways to accelerate their savings. 
Although it is commonly recommended that the 
average person saves 10% of their income, phy-
sicians need to save closer to (if not higher 
than) 20%.

Accessing funds before retirement. The purpose 
of retirement planning is to accumulate ade-
quate resources to fund your life, post career, 
without running out of money, not to fund short-
term goals, such as buying a house or sending 
a child to college. Sometimes tunnel vision con-
quers willpower, however, and people borrow 

from their 401k fund. Not only 
does this postpone savings goals, 
but it also brings a potential tax 
burden and penalty fees. 

Ignoring health care costs. Even 
physicians are susceptible to un-

derestimating the escalating cost of health 
care. The rate of increase of health care costs 
has long surpassed the average annual in-
crease in Americans’ income. According to a 
March 2019 study published in the Journal of 
the American Medical Association, health care 
spending in the United States was $3.5 trillion, 
or about $11,000 per person, in 2017. By 2027, 
these costs are expected to reach $6 trillion, 
or $17,000 per person.

Lacking estate planning documents. Physicians, 
like many people, may not be vigilant about pre-
paring personal estate planning documents. 

Pertinent documents include your financial 
powers of attorney, medical directives to be 
used while you are alive, and a will to make 
your wishes known for the disposition of your 
estate after your death. In the absence of these 
documents, your family could be exposed to 
making tough medical decisions on your behalf, 
a lengthy probate process, and costly attorney 
fees, all of which could be significantly injurious 
to their financial well-being.

Not working with a financial adviser. Saving for 
retirement is one of the most important and dif-
ficult financial decisions people face. With re-
tirement periods extending alongside rising life 
expectancies, the ability to accumulate adequate 
resources to provide yourself with a financial 
cushion no matter how long you live is becom-
ing increasingly challenging. A trusted advisor 
can point you in the right direction—not only 
from a financial perspective, but from a per-
sonal one.

Ms Andrews is a principal and cofounder 
of Atlanta Financial Associates. She specializes in 
working with physicians and executives in the 
health care industry. 

Read more: https://bit.ly/3sSPiNe

FROM THE PAGES OF

Panelist Rebecca Brendel, MD, JD, detected 
a potential conflict between the psychiatrist’s 
duty to the individual patient and the public at 
large. “We’d hate to say we’re not going to 
screen patients for suicidality because it’s too 
hard to figure out what to do with the informa-
tion,” explained Brendel, assistant professor of 
psychiatry at Harvard Medical School and di-
rector of its Master in Bioethics program. How-
ever, she noted the need for a follow-up mecha-
nism that does not overstep the bounds of a 
nascent doctor-patient relationship by violating 
the prospective patient’s rights to privacy and 
confidentiality. 

One of the more controversial topics over the 
past few years has been what psychiatrists—or, 
more broadly, the APA—should say about the 
national psyche and potentially dangerous po-
litical leaders or movements. Brendel quickly 
reaffirmed the Goldwater Rule, but she also in-

sisted that “psychiatrists can participate in pub-
lic life by adding insight and knowledge about 
mental health more generally.” For instance, 

psychiatrists might use their knowledge of his-
tory and psychology to “comment about what 
might lead groups of persons to become suscep-
tible to certain beliefs, [or] be prone to question-

ing authority in violent ways. [Psychiatrists can] 
also…be thinking about how unrest or extrem-
ism or discriminatory views might affect certain 
members of our society, and in particular their 
mental health.”

The panel reminded attendees that ethics re-
sources and official APA opinions can be found on 
the APA’s Ethics webpage: https://www.psychiatry.
org/psychiatrists/practice/ethics. Queries can be 
submitted to the APA’s Ethics Committee staff 
liaison for further guidance at apaethics@psych.
org. Alternately, Psychiatric TimesTM readers can 
submit ethical dilemmas to our Ethics Editor via 
PTEditor@mmhgroup.com. ❒

[Psychiatrists can] also…be 
thinking about how unrest or 
extremism or discriminatory 
views might affect members 

of our society, and in 
particular their mental health.

Register for our 
e-newsletter to 

receive similar content
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T
raumatic events are quite common; the life-
time prevalence is 71% among the general 
population.1 The fear, grief, social isola-
tion, and loss associated with COVID-19 

are all potentially traumatic. The ongoing pan-
demic makes the study of resilience mechanisms 
after catastrophic experience all the more 
timely, since what is true for the pandemic expe-
rience may be true for any traumatic experience 
that causes long-term isolation and helplessness. 
Based on the epigenetic mechanisms that pro-
mote transgenerational transmission of resilience, 
a growing body of research points the way to 
promising clinical and public health interven-
tions. By applying what we are learning about 
the potential biopsychosocial mechanisms for 
transgenerational resilience, we can begin to 
design interventions to promote resilience, 
study their relative effectiveness, and imple-
ment them accordingly.

According to a study by Benjet et al, approxi-
mately 70% of people worldwide will experience 

at least 1 traumatic event during their lifetimes, 
with 30.5% reporting more than 4 incidents.2

However, only 6% develop posttraumatic stress 
disorder (PTSD) or other trauma- and stressor-re-
lated disorders.3 Traumatic events such as threats 
to one’s life, natural disasters (including the cur-
rent pandemic), exposure to war and conflict, tor-
ture, discrimination, and decimation of communi-
ties serve as brutal reminders of our past. However, 
a clear resilience to such stressors enables the in-
dividual to thrive in spite of hardship and social 
isolation, as well as to endure the memories of 
these ordeals. The offspring of such survivors have 

been shown to thrive and they are often better 
adapted and more resilient than the previous gen-
eration.4-8 Awareness of potential epigenetic mech-
anisms may help to guide clinical and public men-
tal health interventions to ensure that future 
generations are better equipped to avoid trauma- 
or stressor-related disorders.

Why Epigenetics?
Epigenetics is the study of heritable changes that 
occur without directly altering the nucleotide se-
quence of a genome. Various epigenetic processes 
function to determine an individual’s phenotype 

ACTIVITY GOAL
To Recognize the role epigenetics in resilience after 
trauma, in both individuals who experience trauma 
and their descendants. 
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1. Understand how various mechanisms of epigenetics can potentially 
contribute to transgenerational transmission of resilience.

2. Discuss the various interpretations of the American Psychiatric 
Association’s definition of resilience.

3. Review the different treatment modalities that could prevent 
transmission of trauma.

4. Understand the potential variables that either strengthen or weak-
en an individual’s resilience and positive health outcomes.
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Resilience After Catastrophic Trauma
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SIGNIFICANCE FOR PRACTICING PSYCHIATRISTS
 ◗ Epigenetics can contribute to both intergenerational trauma and intergenerational resilience.

 ◗ Psychiatrists may consider taking a family and individual resilience history along with trauma histories.

 ◗ The epigenetic model of trauma and resilience can empower patients and strengthen the therapeutic alliance.
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and control the expression of various proteins and 
their corresponding functional pathways. Epigen-
etic mechanisms of transmission include CpG 
islands (sites in the genome containing large 
numbers of CpG dinucleotide repeats), histones, 
and noncoding RNA. Methylation, the process of 
adding or removing a methyl group (–CH

3
), can 

occur at CpG islands and on histone proteins. In 
addition, histones can be altered in a variety of 
other ways, including acetylation, ubiquitination, 
phosphorylation, and the addition or removal of 
various sugars. These modifications alter the ca-
pacity for further transcription factors to express 
a gene. 

Exposure to traumatic events can produce 
long-term epigenetic changes in consistent re-
gions of the genome. Epigenetic modifications 
during episodes of trauma have long-term effects 
on glucocorticoid receptors, adipose tissue, the 
hypothalamic–pituitary–adrenal (HPA) axis, hip-
pocampus, and amygdala.9 A combination of 
these factors may influence not only an individu-
al’s own phenotype, but also how that individual 
and their offspring will respond to further stress-
ors in life.10-15

Epigenetic Changes in 
Plants and Animals 
The ability to transmit epigen-
etic changes caused by trauma 
has been seen within both 
plant and animal models.16 
Studies by Suter et al showed 
that plants such as Arabidopsis 
thaliana can pass on epigene-
tic changes such as DNA 
methylation induced by 
life-threatening heat stress 
over 3 consecutive genera-
tions.17 Migicovsky et al found 
that when the first-generation 
(F

1
) progeny of Arabidopsis 

thaliana were exposed to the 
same heat-induced stress as 
the parental generation, there 
was a significant decrease in 
the amount of global DNA 
methylation. The F

1
 progeny 

generation developed larger 
leaves than the control group 
but became more resistant to 
further methylation, despite 
exposure to the same external 
stressor as the parental genera-
tion.18 Other studies have 
shown that various sites of 
DNA methylation within Ara-
bidopsis thaliana remain 
highly stable across multiple 
generations.19,20

Animal models using ro-
dents have also shown consis-
tent patterns of transmission 
across multiple generations. 
Dias and Ressler showed that 
rodents conditioned with a fear response to ace-
tophenone gave birth to F

1
 and F

2
 (second-gener-

ation) offspring exhibiting similar fear behaviors. 

They determined that a persistent CpG hypometh-
ylation of the Olfr151 gene was largely responsi-
ble for the transgenerational inheritance of these 
behaviors.21 Exposure to social stressors has led 
to impaired rodent maternal behaviors across sev-
eral generations, leading to offspring that consis-
tently produce abnormal amounts of cortisone, 
oxytocin, and prolactin.22 These findings are con-
sistent with hormonal changes in human families 
who experienced similar adverse stressors.23 

Resilience and Posttraumatic Growth
Resilience is often cited as a key factor in prevent-
ing adverse changes in personality or affect in re-
action to stressors experienced in one’s life.7,24-26

The American Psychiatric Association (APA) de-
fines resilience as the ability to adapt in the face of 
adversity, trauma, tragedy, threats, or significant 
stress.27 Various interpretations of the APA’s defi-
nition have included an absence of psychopathol-
ogy, an ability to return to homeostasis unimpaired 
by the traumatic event, or adaptive responses after 
exposure to adversity.28-31 

Some researchers have highlighted a combina-
tion of core, internal, and external resilience fac-
tors that can also contribute to how one succeeds 

in life.32 Core resilience is 
largely defined by one’s ge-
nome. Internal resilience, on 
the other hand, is distin-
guished by learned and shared 
behaviors that can be influ-
enced by family, friends, and 
life experiences. These in-
volve the development of 
healthy behaviors such as au-
tonomy, self-control, hardi-
ness, toughness, coping style, 
past experiences, resourceful-
ness, social competence, and 
grit. External resilience fo-
cuses primarily on socioeco-
logical factors, such as sup-
port from one’s community 
and access to social and health 
care services. Recognizing the 
different ways in which resil-
ience can manifest and under-
standing these manifestations 
in multifactorial terms is the 
best method of combating and 
resisting traumatic adversity.32

Standardizing measures of re-
silience and change with re-
spect to trauma has, however, 
proven to be difficult across 
disparate events, populations, 
and generations.

One measure of the impact 
of trauma on an individual is 
posttraumatic growth (PTG), 
which was defined in 1996 by 
Tedeschi and Calhoun to de-
scribe positive effects and 
transformations due to 

trauma.33,34 Key components of affect were di-
vided into 5 categories to measure and compare 
positive change due to trauma in various popula-

tions (Table). 
Dekel et al published findings measuring PTG 

in a longitudinal study of 200 Israeli prisoners of 
war during the 1973 Yom Kippur War. Forty-three 
male Israeli combat veterans were second-genera-
tion survivors of the Holocaust. Dekel measured 
changes in PTG among both groups of veterans, 
with data sets collected at 30 and 35 years after the 
end of the war. The study found that veterans who 
were offspring of Holocaust survivors scored 
lower on PTG and had a lower likelihood of devel-
oping PTSD than veterans in the control group. A 
lower score on PTG as well as PTSD symptoms 
may indicate resilience to change as a result of 
trauma, whereas the effects of trauma may have 
been more pronounced in the control group (who 
were not offspring of Holocaust survivors). 
Whether a genetic component was responsible 
was not clear, but the authors proposed it as an 
area of further study.35

Human Epigenetics and Trauma 
Our genome and epigenetics may provide expla-
nations of human resilience in the face of trauma. 
For example, the FK506-binding protein 51 
(FKBP5) is a biomolecule that appears to modu-
late our reaction to stress and ability to exhibit re-
silience. The FKBP5 gene encodes a cochaperone 
for glucocorticoid receptors on chromosome 6 
(6p21.31).9,36 Research has shown that behavioral 
responses to stress are modulated by these cochap-
erones—as is the HPA axis—and can be affected 
by factors such as exposure to trauma.37,38 In ani-
mal studies, mice with the gene for FKBP5 re-
moved show a stronger resilience to stressors by 
exhibiting a lowered fear response.9 

In another study of Holocaust survivors, Ye-
huda et al looked at the epigenetic mechanisms of 
transmission of the FKBP5 gene, focusing primar-
ily on DNA methylation of the CpG sites located 
in and proximal to intron 7 of FKPB5.39 Methyla-
tion of bin 3/site 6 was found to be 10% higher in 
Holocaust survivors, but methylation of the same 
bin 3/site 6 was 7.7% lower in the offspring of 
Holocaust survivors than in the control groups. 

Table. Potential Positive  
Posttrauma Changes

1  
Relating to others in new ways

2  
New possibilities opening

3  
Increased personal strength

4  
Spiritual changes

5  
Greater appreciation of life

APPROXIMATELY  

70%  
of people worldwide 

will experience  
at least 1 traumatic 
event during their 

lifetimes.

30.5%  
report more than  

4 incidents.2 

However, only 6% 
develop posttraumatic 
stress disorder (PTSD) 
or other trauma- and 

stressor-related 
disorders.3

PSY0621_047-051_Neuro-CME.indd   48 5/26/21   8:44 AM



49PSYCHIATRIC TIMES™JUNE 2021

CME Neuropsychiatry

These findings were consistent when controlling 
for lifetime PTSD in the offspring and for possible 
childhood trauma. The 30-year age difference be-
tween the parents and their offspring could explain 
the differences in methylation; however, Yehuda et 
al noted that even a 1% to 2% difference in gene 
methylation can significantly alter gene expres-
sion.39 Furthermore, the study of Miller et al 
showed that methylation of specific CpG sites of 
FKBP5 was correlated with both PTSD severity 
and resilience.40 Greater methylation of the CpG 

site cg07485685 decreased PTSD symptom sever-
ity while increasing resiliency scores measured 
via the Brief Resilience Scale. A PTG inventory 
was also used to measure any positive changes as 
a result of trauma. Lower levels of PTG after 
trauma were associated with methylation of the 
same CpG site cg07485685 on FKBP5. These 
findings are consistent with the lower scores on 
PTG and lower levels of PTSD found in the study 
of Dekel et al in 2013.35,40 

Genes that are responsible for regulation of the 
HPA axis may also confer resilience to trauma. 
For example, multiple studies have found that 
childhood trauma and mistreatment are a risk fac-
tor for methylation of the human glucocorticoid 
receptor (NR3C1) gene and changes to the HPA 
axis.41-43 The amount of methylation of NR3C1 in 
newborn infants has been linked to prenatal expo-
sure to stress.44 For instance, Perroud and col-
leagues examined the epigenetic changes in preg-
nant Tutsi survivors of the Rwandan genocide and 
their offspring. The mothers and their offspring 
were found to have higher methylation of NR3C1 
exon 1F compared with controls.45 

Variations in single-nucleotide polymorphisms 
(SNPs), specifically rs10482672, were also found 
to increase the risk of psychopathology. Albert et 
al found that children who were identified as hav-
ing this genotype were more vulnerable to devel-
oping substance abuse and antisocial behavior 
under adverse conditions, but at the same time 
were more likely to benefit from advantageous 
conditions.46 Children were placed in a fast-track 
program, which fostered the development of 
emotional regulation, self-control, and other 
treatments to minimize the effects of harsh par-
enting and violent environment. Those who re-
ceived early intervention to reduce risks of devel-
oping psychopathology had a significantly 
decreased risk of external psychopathology via 
substance abuse or antisocial behavior later in 
life. Those in the control group, who had SNP 
rs10482672 but did not receive early treatment, 

had a higher likelihood of external psychopathol-
ogy by the time they reached 25 years of age.46 In 
2020, Miller et al also found methylation of 5 
CpG sites in the NR3C1 gene that were signifi-
cantly linked with resilience.40 Three CpG sites 
were correlated with an increased score (indicat-
ing higher resilience) on the Brief Resilience 
Scale, whereas 2 CpG sites were correlated with 
decreased resilience. Authors in all studies noted 
the need for larger sample sizes as well as addi-
tional longitudinal studies.

Reducing Risks, and Building Resilience 
What can be done to prevent transmission of past 
trauma to future generations? Studies have shown 
that nonpharmacological treatment of trauma- and 
stressor-related disorders can induce epigenetic 
changes in the genome responsible for the HPA 
axis.23,36 Roberts et al examined the methylation of 
FKBP5 before and after exposure-based cognitive 
behavioral therapy (CBT) in patients previously 
diagnosed with agoraphobia. Those who reported 
benefits from CBT after completing treatment 
were found to have lower levels of methylation at 
a CpG island at intron 7 of FKBP5. The severity of 
symptoms was reduced by an average of 69.5% in 
those who received exposure-based CBT, which 
correlated with the decrease in methylation. Indi-
viduals who reported little change from CBT were 
found to have either no significant changes or even 
increases in methylation of CpG islands at intron 
7 of FKBP5. The authors believed that FKBP5 
may play a part in susceptibility to various envi-
ronmental stressors.47,48 

Bishop et al found similar results in patients 
with PTSD who received mindfulness-based 
stress reduction interventions. These patients 

showed levels of methylation of intron 7 of 
FKBP5 significantly different after intervention 
compared with initial levels. Those who re-
sponded to treatment, as indicated by a 10-point 
drop in PTSD severity via a PTSD checklist, had 
significantly decreased levels of methylation, 
whereas those who did not respond to treatment 
showed higher levels of methylation in a differ-
ent site at bin 2 of FKPB5.49 Mindfulness and 
techniques that encourage thought and under-
standing, such as CBT and storytelling, might 
enhance resilience to trauma for the benefit of 
future generations (Figure 1).50

Family and community play a strong role in en-
hancing an individual’s resilience. Fundamental 
building blocks for resilience include a secure 
foundation and promotion of self-esteem and 
self-efficacy.51 Strong bonds with caregivers and 
shared values and religious beliefs that find mean-
ing in suffering are protective against adverse ef-
fects of trauma in children. Longitudinal studies of 
the effects of social relationships have found that 
support from family, friends, colleagues, and com-
munity leaders leads to a reduction in psychologi-
cal distress, as well as a more rapid recovery from 
the effects of trauma.52,53 

Likewise, the World Health Organization has 
found that the arts have contributed to the im-
provement of public health. Music, art, dance, and 
communication through storytelling about past 
events at an early age not only reduce anxiety but 
also protect against cognitive decline later in life. 
Exposure to and involvement with the arts “trigger 
psychological, physiological, social, and behav-
ioral responses” associated with positive health 
outcomes that may be linked to heritable epigene-
tic changes.54

Exercise has long been associated with various 
health benefits and has been documented to be 
valuable for regulating reactions to stress, sleep, 
and resilience to mood disorders.55-58 In animal 
models, exercise serves a protective role in lower-
ing the rates of depressive and anxiety-related be-
haviors in socially isolated prairie voles.59 Mice 
who exercised via long-term wheel running had 
increased levels of galanin, a neuropeptide that has 
been linked to stress resilience as well as the reg-
ulation of norepinephrine and other products of 
the HPA axis.60 Long-term exercise in mice was 
also consistent with a significant increase in stress 

Figure 1. Factors Predictive of Resilience From Trauma and Social Isolation47-64
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resilience, inducing methylation of NR3C1 and 
downregulating noncoding RNA such as mi-
croRNA-124 in areas such as the hippocampus.61

Epigenetic changes as a result of exercise im-
proved cognition in the mice of the parental gen-
eration as well as subsequent offspring.62,63

Findings in mice have correlated with findings 
in human studies, as mothers who exercised regu-
larly before and during pregnancy had offspring 
who achieved higher levels of academic perfor-
mance, excelling in language and math and having 
higher overall grade point averages.64,65 Other fac-
tors, such as shared environments and positive pa-
rental influences, may have played a part in the 
success, but they do not account for epigenetic 
differences in DNA seen at birth. Regular moder-
ate exercise seems to confer a protective effect that 
enables future generations to adapt to and thrive in 
their new world. 

Patients diagnosed with trauma- and stress-
or-related disorders show evidence of dysregula-
tion of their HPA axis, resulting in persistent per-
sonality changes.66-70 The diagnosis of Enduring 
Personality Change After Catastrophic Experi-
ence (EPCACE) is defined as an enduring per-
sonality change lasting at least 2 years that a pa-
tient experiences following a catastrophic 
stressor (ICD-10). Thus, the presence or absence 
of a diagnosis of EPCACE may serve as a predic-
tive factor for resilience and vulnerability in the 
face of trauma.71 Long-lasting epigenetic changes 
may present themselves as enduring changes in 
personality.72 Those diagnosed with EPCACE 
often are socially isolated, fearing the stigma of 
their suffering. This may lead to a vicious cycle 
by which epigenetic effects are compounded and 
changes further solidified until a persistent and 
permanent change in personality has taken place 
(Figure 2).73-76 

Concluding Thoughts
As the COVID-19 pandemic waxes and wanes 
and the fear, grief, and stress of the pandemic 
itself and preventive social isolation measures 
take their toll, it is paramount that we identify 
the most trauma-vulnerable patients and popu-
lations early on. Individuals diagnosed with 
PTSD and other trauma-related disorders are 
heritably linked to autoimmune diseases, de-

mentia, schizophrenia, bipolar, and major de-
pressive disorders.73,74 Chronic stress and isola-
tion continue to be correlated with increased 
risks for anxiety and depression, leading to 
higher rates of infection and early mortality.75

Fortunately, those who are most vulnerable 
to isolation and demoralization are often most 
likely to benefit from preventive intervention,46

the need for which is all too evident in our cur-
rent circumstances. At the same time, there is a 
lack of transgenerational studies of, and a dearth 
of instruments to reliably study, the effective-
ness of interventions to promote resilience in 
communities. 

With the COVID-19 pandemic coming to an 
end, it is time to apply what we know about poten-
tial biopsychosocial mechanisms for transgenera-
tional resilience in order to design alternative in-
terventions to promote such resilience. We can 
then study the relative effectiveness of such inter-
ventions and support those that are most effec-
tive, in keeping with considerations of social 
justice and equity. Otherwise, even as we win 
the battle to defeat COVID-19, we may lose the 
transgenerational war to preserve healthy post-
pandemic resilience.76
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Top Leading Locum
Psychiatrist Services

Call: 559.799.8344
599.786.5228 / 599.791.0932

Fax: 888.712.2412
Email: imperiallocum@imperiallocum.com
Visit: www.imperiallocum.com

California

New York

Psychiatrist Needed

Psychiatrist Needed

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

$180-$220/hr.

$200 - $350/hr.

California Correctional Facilities
Department of the State Hospitals

LA-DMH & LA County Jail
Tulare County Adult Jail

$260/hr -  $270/hr.San Diego County Psych Hospital 

Tele-Psychiatry
$160/evaluationSDCPH Telepsychiatry 

Psychiatrist

Ref. Bonus/Signing Bonus up to $2k/$2k (*Certain Rules Apply)
A+ Occurrence Malpractice Through PRMS

All NYC & Upstate Locations Available

MEMBER OF
National Association of 
Physician Recruiters

Imperial Locum has started using 
Jump Recruiter for its updated job posting.
www.JumpRecruiter.com

Califofof rnia
California Correctiona
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UMass Medical School

UMass Memorial Health Care

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

T h e  D e p a r t m e n t  o f  P s y c h i a t r y  i s  a  n a t i o n a l  l e a d e r  i n  p u b l i c  s e c t o r  p s y c h i a t r y ,  c h i l d  
a n d  a d o l e s c e n t  p s y c h i a t r y ,  n e u r o p s y c h i a t r y ,  b i o l o g i c a l  p s y c h i a t r y ,  p s y c h o s o c i a l  r e h a -
b i l i t a t i o n ,  w o m e n ’ s  m e n t a l  h e a l t h ,  a n d  a d d i c t i o n  p s y c h i a t r y .  W e  i n t e g r a t e  o u r  c l i n i c a l ,  
r e s e a r c h ,  t e a c h i n g  a n d  c o m m u n i t y  p a r t n e r s h i p  a c t i v i t i e s  t o  h e l p  i n d i v i d u a l s  a n d  f a m i -
l i e s  t r a n s f o r m  t h e i r  l i v e s  t h r o u g h  r e c o v e r y  f r o m  m e n t a l  i l l n e s s  a n d  a d d i c t i o n .  W e  w o r k  
i n  a n  i n c l u s i v e ,  r e s p o n s i v e  a n d  e q u i t a b l e  e n v i r o n m e n t .  W e  a r e  i n t e r e s t e d  i n  h a v i n g  
F a c u l t y  w i t h  d i v e r s e  b a c k g r o u n d s  j o i n  o u r  D e p a r t m e n t  w h o  a r e  m o t i v a t e d  f o r  a  c a r e e r  
t h a t  r e f l e c t s  e x c e l l e n c e  i n  c l i n i c a l  p r a c t i c e ,  s c h o l a r l y  a c t i v i t y  a n d  c l i n i c a l  r e s e a r c h .  W e  
a r e  t h e  l a r g e s t  p r o v i d e r  o f  p s y c h i a t r i c  s e r v i c e s  i n  c e n t r a l  M a s s a c h u s e t t s ,  w i t h  o v e r  4 0 0  
f a c u l t y  m e m b e r s  a n d  1 2  h o s p i t a l s  a n d  c o m m u n i t y  m e n t a l  h e a l t h  c e n t e r s .  O u r  s e t t i n g s  
v a r y  a n d  i n c l u d e  u r b a n  c l i n i c s  a n d  b e a u t i f u l  s h o r e - s i d e  f a c i l i t i e s  s u c h  a s  C a p e  C o d .

O u r  r e s i d e n c y  p r o g r a m  t r a i n s  7  r e s i d e n t s  p e r  y e a r ,  i n c l u d i n g  g e n e r a l  p s y c h i a t r y  a n d  
s p e c i a l t y  t r a c k s  f o r  c o m b i n e d  a d u l t  a n d  c h i l d  p s y c h i a t r y  a n d  c o m b i n e d  n e u r o l o g y .  W e  
o f f e r  f e l l o w s h i p s  i n  C h i l d  a n d  A d o l e s c e n t  P s y c h i a t r y ,  A d d i c t i o n  P s y c h i a t r y ,  F o r e n s i c  
P s y c h i a t r y ,  N e u r o p s y c h i a t r y ,  a n d  A d u l t  D e v e l o p m e n t a l  D i s a b i l i t i e s .  I n t e r e s t e d  c a n d i -
d a t e s  s h o u l d  s e n d  t h e i r  c u r r i c u l u m  v i t a e  a d d r e s s e d  t o  D r .  K i m b e r l y  A .  Y o n k e r s .   

Facility Medical Director (Cape Cod and Islands Mental Health Center, Pocasset, MA)
P r o v i d e s  a d m i n i s t r a t i v e  a n d  c l i n i c a l  o v e r s i g h t  f o r  t h e  D M H - o p e r a t e d  a n d  c o n t r a c t e d  s t a t e
h o s p i t a l  a n d  c o m m u n i t y  s u p p o r t  p r o g r a m s .  C l i n i c a l  C a r e  i n  o u r  P a r t i a l  H o s p i t a l  p r o g r a m .

Forensic Psychiatrist (Worcester Recovery Center and Hospital, Worcester, MA)
I npa t i e nt  S e r vi c e s

Geriatric Researcher, Psychologist/Psychiatrist (UMMS, Worcester, MA)
G e r i a t r i c  R e s e a r c h 

Full-Time Psychiatrist (Brockton Multi-Service Center, Brockton, MA)
O ut pa t i e nt  s e r vi c e s .

Part-Time Child & Adolescent Psychiatrist
(Department of Mental Health, Western, MA)

I npa t i e nt  s e r vi c e s .

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

marie.hobart@umassmed.edu

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

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

Chief Medical Officer (Community Healthlink, Worcester, MA)
S up e r vi s i on of  a  l a r g e  gr oup of  pr of e s s i ona l s  a nd pa r t i c i pa t i on i n

de ve l opm e nt  e f f or t s  s e r vi ng > 22,000  i ndi vi dua l s  e a c h ye a r .

Geriatric Attending Psychiatrist (Clinton/HealthAlliance Hospital, Clinton, MA)
P r ovi de  ge r i a t r i c  s e r vi c e s  t o a  20- be d l oc ke d, a c ut e  uni t . 

Medical Director (Adult Inpatient Psychiatry Marlborough, MA)
P r ovi de  ps yc hi a t r i c  a nd m e di c a l  s up e r vi s i on a nd

di r e c t i on t o a  22- be d be ha vi or a l  he a l t h uni t  

General Adult Outpatient Psychiatrist, CHL (Worcester, MA) 
O ut pa t i e nt  s e r vi c e s  w hi l e  pr ovi di ng be ha vi or a l  he a l t hc a r e  s e r vi c e s .

Child Psychiatrist CL, (Worcester, MA) 
P r ovi de  c ons ul t a t i on a nd l i a i s on s e r vi c e s  t o our  pe di a t r i c  w a r d a t  t he
C hi l dr e n’ s  M e di c a l  C e nt e r  a nd e m e r ge nc y m e nt a l  he a l t h de pa r t m e nt . 

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

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

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

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

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

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

The Department of Psychiatry at the Hackensack-Meridian Health School of 
Medicine at Seton Hall) is seeking to recruit psychiatrists to our clinical fac-
ulty. This is a clinician-educator position (non-tenured) with both outpatient 
and hospital based responsibilities that can be individually defi ned to op-
timize 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 Gradu-
ate 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 Adminis-
tration license with addiction waiver.  Candidate must also be Board-certi-
fi ed 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 Psychiatry 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 avail-
able across the largest 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.

Hackensack University Medical Center
Carrier Clinic
Riverview Medical Center
Jersey Shore University Medical Center
Raritan Bay Medical Center
JFK Medical Center
Ocean Medical Center

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

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

Through a partnership between Hackensack Meridian Health and Seton Hall University, 
the School of Medicine will re-defi ne graduate medical education, research, and clini-
cal 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 thera-
pies, and facilitating compassionate and eff ective healthcare that will meet the ever-
changing needs of tomorrow’s patients.

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

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

Department of Psychiatry
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RECRUITING FULL TIME & PER DIEM PSYCHIATRISTS 
NEW YORK METRO AREAS

Northwell Health’s Behavioral Health Service Line strives to address the diverse mental health needs of the communities we serve by providing a 
continuum of accessible, high quality psychiatric and substance abuse services including emergency, crisis, inpatient, and outpatient programs for people 
of all ages.  Northwell’s clinical programs are complemented by a robust education, training, and research enterprise, including the world-renowned 
Psychiatry Research Department at The Zucker Hillside Hospital, which has led cutting-edge investigations that have meaningfully influenced many lives.

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

ADULT INPATIENT PSYCHIATRIST
The Zucker Hillside Hospital
Glen Oaks, NY

South Oaks Hospital
Amityville, NY

Benefits at Northwell Health include:

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

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

Qualified candidates should forward their CV to Lan Ma: OPR@northwell.edu

CONSULTATION LIAISON PSYCHIATRIST
Phelps Memorial Hospital
Sleepy Hollow, NY

Staten Island University Hospital
Staten Island, NY

CHILD INPATIENT PSYCHIATRIST
ADOLESCENT UNIT
South Oaks Hospital
Amityville, NY

PERINATAL PSYCHIATRIST
The Zucker Hillside Hospital
Glen Oaks, NY

EMERGENCY PSYCHIATRIST – Per-Diem
Cohen Children’s Medical Center, NY
Long Island Jewish Medical Center, NY

ADOLESCENT INPATIENT
PSYCHIATRIST
The Zucker Hillside Hospital
Glen Oaks, NY

COLLEGE UNIT INPATIENT
PSYCHIATRIST
The Zucker Hillside Hospital
Glen Oaks, NY

OUTPATIENT PSYCHIATRIST
Staten Island University Hospital, NY

FIND YOUR CAREER BALANCE  
IN CALIFORNIA

PSYCHIATRISTS

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

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

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 e�orts, we o�er:
• 40-hour workweek with flexible schedules, 

including 4/10s (a�ords you true work-life balance)
• Generous paid time o� 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 (visit www.CalPERS.ca.gov for 
retirement formulas)

• $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

INPATIENT · OUTPATIENT

E�ective July 1, 2020, in response to the economic crisis caused by the COVID-19 pandemic, the Personal Leave Program 
2020 (PLP 2020) was implemented. PLP 2020 requires that each full-time employee receive a 9.23 percent reduction in 
pay in exchange for 16 hours PLP 2020 leave credits monthly through June 2022. EOE

Take the first step in joining one of our teams and contact  
Blair Eversley at CentralizedHiringUnit@cdcr.ca.gov or (877) 793-4473.  

You may also apply online at www.cchcs.ca.gov.
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The NEW CHA Center of Excellence for Child & Adolescent Inpatient Mental Health 
Care at Somerville will provide a transformative continuum of patient- and family- 

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

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

We are passionate about helping children and their families, 
join our expanding team and make a difference! CHA provide 

 Competitive Salaries starting at $300,000 and Sign on Bonuses!

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

•  Develop and maintain comprehensive treatment plans

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

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

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

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

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

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

Inpatient Child/Adolescent Psychiatrist Opportunities
Cambridge Health Alliance

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

orientation, relationship identity or relationship structure, gender identity or expression, veteran status, disability or any 
other characteristic protected by law. We are committed to establishing and maintaining a workplace free of 

discrimination. We are fully committed to equal employment opportunity. We will not tolerate unlawful discrimination 
in the recruitment, hiring, termination, promotion, salary treatment or any other condition of employment or career 

development. Furthermore, we will not tolerate the use of discriminatory slurs, or other remarks, jokes or conduct, that 
in the judgment of CHA, encourage or permit an offensive or hostile work environment.

Benefits:
• Salary Range: $195,263- $268,311.
• Flexible work schedules. Private practice permitted.
• Potential 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 Jessica 
Wildey, HR Specialist, at 315-765-3359 or 

Jessica.Wildey@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.

PSYCHIATRIC TIMES™

PSY0621_052-CV3_Classifieds.indd   55 5/26/21   9:15 AM



CLASSIFIEDS

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

June 20215 6

ALABAMA

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

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

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

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

inpatient program, as well as program 
administration and oversight services 

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

performance improvement. 

Opportunity Highlights

• Hospital-employed position or 
Independent Contractor model available

• Position includes treatment of patients 
on a 12-bed geriatric inpatient unit, with 
plans to expand the program to 20 beds.  
Outpatient practice available with office 
space provided on-campus

• Program is fully staffed and includes a 
full complement of Nurses, Social 
Workers, Mental Health Technicians, a 
Program Director and a dedicated 
Marketing Professional

• Compensation package includes a 
competitive base salary, productivity 
bonus, (sign-on bonus, if offered), a 
comprehensive benefits package, 
relocation assistance, and a Medical 
Director’s stipend

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

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

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

quality of life!

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

Voice: 972.420.7473, or email: mark.
blakeney@horizonhealth.com

CALIFORNIA

Full-time psychiatrist 
for a large public health & hospital 

system in 
Silicon Valley

$275,080 -$357,600 annually
36 days of annual leave

Full benefits & retirement
(Above annual salary includes additional pay
for Board Certification and Acute Settings)

Santa Clara Valley Health and Hospital 
System, a public healthcare system in the 

heart of Silicon Valley, is seeking full-time 
BE/BC psychiatrists for a variety of 

clinical settings, including emergency 
psychiatric services, inpatient consultation 

liaison services, jail custody health 
inpatient services, specialty mental health 

outpatient services and primary care 
behavioral health services. 

As the largest public health care system in 
northern California, we offer comprehensive 
healthcare resources to a large and diverse 
patient population. Psychiatrists are part of 

a robust team of staff that work in 
collaboration with other medical specialties 
and behavioral health clinicians to provide 

integrated health care to patients.

Psychiatrists are eligible for numerous 
benefits including 36 days of annual leave, 
5 days of educational leave, 12 holidays, 
$4500 educational funds, health benefits, 
life insurance and CalPERS retirement 

plan.  No calls required.

In addition, part-time opportunities for BE/
BC psychiatrists, PGY IIIs and IVs are 

available.

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

please submit a CV and letter of interest to 
MD.Recruitment@hhs.sccgov.org.

The County of Santa Clara is an Equal 
Opportunity. 

Outpatient Psychiatry Opportunity
San Joaquin County Behavioral Health 

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

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

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

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

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

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

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

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

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

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

Psychiatrist Position
Excellent Opportunity in California

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

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

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

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

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

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

perfect place for any professional. 

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

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

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

team that includes therapists, nurses and 
rehabilitation technicians that provide 

comprehensive support and resources to 
assist clients in achieving recovery.

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

applicants.

Qualified candidates must have a CA 
medical license or ability to obtain.  Send 
CV to Imperial County Behavioral Health 
Services, 202 North 8th Street, El Centro, 

CA 92243.   

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

kristensmith@co.imperial.ca.us

Realize Your Dream
Freedom & Flexibility

Private Practice
Tele-Psychiatry or In-Person

Flexible Work Hours
Clinical Freedom

Unlimited Vacations
No Calls

100% Outpatient
H1 Visa Welcome

Earn over $350K/Year
Benefits includes:

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

We are looking for Adult and
Child Psychiatrists in

San Francisco Bay Area
Los Angeles/Orange County Area

San Diego Area
Sacramento Area

Comprehensive Psychiatric Services
Mansoor Zuberi, M.D.

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

www.psych-doctor.com

3 Psychiatrist Openings in
Greater San Francisco Area

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

Opportunity can include psychotherapy
and specialized practice

Competitive comp. & Full benefits

Highly desirable community/Very
collegial psychiatrist-owned practice

For a detailed 
Opportunity Overview, contact:

Heidi Johnson
Healthcare Recruitment Link

hjohnson@healthrecruitlink.com
360.930.8668 - Direct Line

MASSACHUSETTS

Tufts Medical Centers seeks a Physician 
Leader in Psychiatry to oversee a multi-
disciplinary treatment team at one of our 
suburban hospital sites north of Boston. 

Tewksbury Hospital located in Tewksbury, 
MA is a DPH Teaching Hospital located in 

the idyllic North Shore. 

This position boasts no call, no evenings, 
no weekends and no holidays. Successful 

candidates will be interested in 
consultation-liaison, forensic psychiatry, 
serious mental illness and substance use 

disorders. Attending Psychiatrists are 

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

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

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

Unique Opportunity for Psychiatrists. 

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

Contact Katherine Lindsay | KLindsay@SouthcentralFoundation.com

(888) 700-6966 | southcentralfoundation.com
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eligible for a faculty appointment at Tufts at 
appropriate rank, a competitive salary and 

excellent benefits.

Requirements
• Board Certification in Psychiatry
• Massachusetts licensure or the ability to 
obtain licensure
• Unrestricted DEA and MA-CSR
• Minimum of 3 years post- residency 
experience

Tewksbury Hospital is in the process of 
becoming a model facility that provides 

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

clinical and rehabilitative treatment. 
Applicants should be familiar with these 
evidence-based therapeutic procedures.

Join Tufts Medical Center Physician 
Organization in our mission to heal, to 
comfort, to teach, to learn and to seek 

knowledge to promote health and prevent 
disease.

As an employee of Tufts Medical Center 
Physician Organization you will receive:
• Guaranteed Base Salary
• Academic Appointment through Tufts 
University School of Medicine
• Substantive 401A retirement plan
• CME Funds and Time Away
• Generous Vacation and Holiday Policy
• Robust Benefits Package

Interested candidates, please send your 
confidential CV to: 

Jennifer Colon
Physician Recruiter 

Tufts Medical Center Physicians 
Organization

800 Washington Street, #1013
Boston, MA 02111
Fax: 617-636-7523

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

As Facility Medical Director (FMD), you 
will serve as the chief physician and 
clinician for the Hathorne units at the 

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

Nursing and other administrative leadership 
for the hospital. You will be responsible for 

the provision of care and treatment 
delivered by the clinical inpatient services. 

You will oversee the development, 
implementation, maintenance, monitoring 

and improvement of all clinical programs in 
the Hospital. 

You will be responsible for the maintenance 
of professional practice standards, staff 
composition, performance evaluation, 

education, and training. In addition, you 
will be responsible for the scheduling and 

supervision of the psychiatrists and the 
midlevel prescriber clinicians assigned to 
include, but not limited to, Tufts Medical 
School clinicians, credentialed per diem 

and locum physicians/midlevel prescriber 
clinicians.

You will also provide medical leadership to 

ensure that the Hospital meets CMS, Joint 
Commission, DMH, DPH standards and 
help the Hospital prepare for all licensure 
and accreditation reviews. In addition, you 

may be involved with DMH service 
providers DMH contracted agencies, 

providing consultations if deemed 
appropriate, and providing periodic cross 

coverage on units when staffing is short and 
to cover as the doctor on call (DOC) if 
needed.  As Chief of Psychiatry, your 

clinical work and documentation should 
meet all applicable standards and be an 

example for the rest of the staff 

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

Tufts University School of Medicine.  
Faculty Members are expected to 

demonstrate excellence in one or more 
Areas of Distinction that provide a unifying 

theme for their Academic Activities, 
achievements and scholarship; to 

demonstrate effectiveness in Educational 
Activities; and to participate in Academic 

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

clinical teaching as well as didactic 
instruction for medical students, residents 

and other learners.

Interested candidates, please send your 
confidential CV to: 

 Jennifer Colon
Physician Recruiter 

Tufts Medical Center Physicians 
Organization

800 Washington Street, #1013
Boston, MA 02111
Fax: 617-636-7523

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

SOUTH CAROLINA

Inspire health. Serve with compassion.
Be the difference.

Child Consultation- Liaison Psychiatrist
Greenville, SC

Prisma Health, the largest not-for-profit 
healthcare provider in South Carolina, 

currently seeks BC/BE Child & Adolescent 
Psychiatrists to join our growing psychiatry 
department. The department is expanding 

our clinical, education, and research 
missions and looking for great candidates 

to help us grow!  Successful candidates will 
have the opportunity to work within our 
children’s hospital and outpatient clinics. 
Ideal candidates should have an interest in 

teaching and eligibility for faculty 
appointment with University of South 

Carolina School of Medicine Greenville, 
located on Prisma Health’s Greenville 

Memorial Medical Campus.  

Details Include:
• Candidate must be fellowship-trained and 
BE/BC in child and adolescent psychiatry
• Experience or interest in working in a 
consultation-liaison role and outpatient 

clinics
• Monday - Friday work schedule with 1:7 
weekend inpatient coverage
• Academic faculty position working with 
fellows, residents and medical students
• Competitive compensation
• Rich benefits package including 
relocation, malpractice, health and dental 
insurance
• CME allowance

Prisma Health is a not-for-profit health 
company and the largest healthcare system 
in South Carolina. With nearly 30,000 team 
members, 18 acute and specialty hospitals, 
2,947 beds and more than 300 outpatient 

sites with nearly 2,000 physicians, Prisma 
Health serves more than 1.2 million unique 
patients annually in its 21-county market 
area that covers 50% of South Carolina. 
Prisma Health’s goal is to improve the 

health of all South Carolinians by 
enhancing clinical quality, the patient 

experience and access to affordable care, as 
well as conducting clinical research and 
training the next generation of medical 

professionals.

Greenville, South Carolina is a beautiful 
place to live and work and the Prisma 
Health - Upstate catchment area is 1.3 

million people. Greenville is located on the 
I-85 corridor between Atlanta and Charlotte 

and is one of the fastest growing areas in 
the country. Ideally situated near beautiful 
mountains, lakes and beaches, we enjoy a 
diverse and thriving economy, excellent 

quality of life and wonderful cultural and 
educational opportunities.

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

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

Physician Recruiter,
Lexy.Mason@PrismaHealth.org,

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

Candidates of all backgrounds are 
encouraged to apply.

Inspire health. Serve with compassion.
Be the difference.

Adult Psychiatry Residency
Program Director

Greer, SC

Prisma Health, the largest not-for-profit 
healthcare provider in South Carolina, 

currently seeks board certified psychiatrist 
to join our growing department and training 

program. We are seeking qualified 
candidate for program director for our adult 
residency training program in Greer, South 

Carolina.  Ideal candidates will be 
appointed to the University of South 

Carolina School of Medicine Greenville 
faculty and work closely with the 

department chair as we welcome our 
second class of eight residents in July 2021. 

Details Include:
• Candidate must be board certified in 
psychiatry and demonstrated 
accomplishments as an educator with 
leadership experience in academic 
psychiatry for a minimum of 3 years.  
• Must possess or be eligible or license in 
the state of South Carolina.
• Experience in an outpatient mental health 
setting, including telepsychiatry services
• Clinical responsibilities in the outpatient 
setting and consultation-liaison coverage in 
small hospital
• Academic faculty position working with 
residents and medical students
• Rich benefits package including 
relocation, malpractice, health and dental 
insurance
• CME allowance and competitive 
compensation
• Responsibilities:
 • Direct teaching and training
 • Evaluating and supervising residents
 • Mentoring
 • Developing, monitoring, and 
    evaluating didactic courses and   
    rotations
 • Facilitating required committees  
    (Residency Education Committee,  
    Clinical Competency, Program   
    Evaluation Committee
 • Overseeing and organizing program  
    accreditation processes

Prisma Health is a not-for-profit health 
company and the largest healthcare system 
in South Carolina. With nearly 30,000 team 
members, 18 acute and specialty hospitals, 
2,947 beds and more than 300 outpatient 

sites with nearly 2,000 physicians, Prisma 
Health serves more than 1.2 million unique 
patients annually in its 21-county market 
area that covers 50% of South Carolina. 
Prisma Health’s goal is to improve the 

health of all South Carolinians by 
enhancing clinical quality, the patient 

experience and access to affordable care, as 
well as conducting clinical research and 
training the next generation of medical 

professionals.

Greer is located near Greenville, South 
Carolina and a beautiful place to live and 

work and the Prisma Health - Upstate 
catchment area is 1.3 million people. 

Greenville is located on the I-85 corridor 
between Atlanta and Charlotte, and is one 
of the fastest growing areas in the country. 
Ideally situated near beautiful mountains, 
lakes and beaches, we enjoy a diverse and 
thriving economy, excellent quality of life 

and wonderful cultural and educational 
opportunities.

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

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

Physician Recruiter,
Lexy.Mason@prismahealth.org

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

Candidates of all backgrounds are 
encouraged to apply.
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Updated features include:
• Simple and flexible interface

• Enhanced search

• Multimedia options

• Streamlined navigation

Online Resources at

As you enjoy the print edition of Psychiatric Times ™, take a minute to go to our 
updated website for in-depth coverage and timely news and information.

PsychiatricTimes.com

have a new look!
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