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Challenges and Strategies in Foster Care
» Jeanette M. Scheid, MD, PhD

O n any given day, there are more 
than 400,000 children in foster 
care in the US (Table 1, Fig-

ure). Children in foster care are at a 
higher risk for health and mental 
health problems.1 They are also con-
nected to multiple systems, which 
require and challenge coordinated 

care.2 Further complicated by histo-
ries of maltreatment (Sidebar) and 
issues in assessment, diagnosis and 
treatment can be challenging—for 
children, their families and guard-
ians, and their clinicians. In honor of  
National Foster Care Month, this arti-
cle sheds light on these issues and pro-
vides information for psychiatrists car-
ing for this vulnerable population. 

CASE VIGNETTE

“Joseph” is a 3-year-old in foster 
care. After 2 out-of-home place-
ments, he was returned to his par-
ents. Each removal was connected to 
allegations of physical abuse. His 
permanency goal is changing to 
adoption, but he still has visits with 
his parents. He is physically healthy 
but hyperactive and impulsive and 
has problems sleeping.

When Joseph first arrived at his 
current foster home, he had temper 
outbursts at least once a day that in-
cluded screaming, hitting, kicking, and 
breaking things. Over the course of a few 
months, the outbursts decreased to 
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C
ongress awarded the National Institute of Mental Health an additional $98 million as 

part of the National Institutes of Health budget resolution in December 2019, which 

brings the NIMH budget to just under $2 billion and represents a 35% increase since 

2015, one of the largest increases in the history of the NIMH. Yet, during the 5 years from 2015 

through 2019, NIMH funded a total of 2 new drug treatment trials for schizophrenia and bi-

polar disorder, according to clinicaltrials.gov. This contrasts with the 5-year period from 2006 

through 2010 when NIMH funded 48 such trials. NIMH has thus almost entirely given up its 

role of evaluating drugs for the treatment of 2 disorders.

» E. Fuller Torrey, MD, and Robert H. Yolken, MD  STANLEY MEDICAL RESEARCH INSTITUTE  

Riches Abound, So Where 
Are the Trials for Schizophrenia 
and Bipolar Disorder?

CONTINUED ON PAGE 14
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Indication

SPRAVATO™ (esketamine) CIII Nasal Spray is indicated, in conjunction with an oral 
antidepressant (AD), for the treatment of treatment-resistant depression (TRD) in adults.

SPRAVATO™ is not approved as an anesthetic agent. The safety and effectiveness  
of SPRAVATO™ as an anesthetic agent have not been established.

Important Safety Information

WARNING: SEDATION, DISSOCIATION; ABUSE AND MISUSE;  
and SUICIDAL THOUGHTS AND BEHAVIORS

See full prescribing information for complete boxed warning

• Risk for sedation and dissociation a er administration. Monitor patients 
for at least two hours a er administration ( . , . ).

• Potential for abuse and misuse. Consider the risks and benefits of using 
SPRAVATO™ prior to use in patients at higher risk of abuse. Monitor for 
signs and symptoms of abuse and misuse ( . ).

• SPRAVATO™ is only available through a restricted program called the 
SPRAVATO™ REMS ( . ).

• Increased risk of suicidal thoughts and behaviors in pediatric and  
young adult patients taking antidepressants. Closely monitor all 
antidepressant-treated patients for clinical worsening and emergence  
of suicidal thoughts and behaviors. SPRAVATO™ is not approved for use  
in pediatric patients ( . ).

CONTRAINDICATIONS

SPRAVATO™ is contraindicated in patients with:
• Aneurysmal vascular disease (including thoracic and abdominal aorta, 

intracranial and peripheral arterial vessels) or arteriovenous malformation
• History of intracerebral hemorrhage
• Hypersensitivity to esketamine, ketamine, or any of the excipients

WARNINGS AND PRECAUTIONS
Sedation: In clinical trials, 49% to 61% of SPRAVATO™-treated patients developed 
sedation and 0.3% of SPRAVATO™-treated patients experienced loss of consciousness.
Because of the possibility of delayed or prolonged sedation, patients must be 
monitored by a healthcare provider for at least 2 hours at each treatment session, 
followed by an assessment to determine when the patient is considered clinically 
stable and ready to leave the healthcare setting.
Closely monitor for sedation with concomitant use of SPRAVATO™ with CNS depressants 
[see Drug Interaction (7.1)].
SPRAVATO™ is available only through a restricted program under a REMS.
Dissociation: The most common psychological effects of SPRAVATO™ were 
dissociative or perceptual changes (including distortion of time, space and illusions), 
derealization and depersonalization (61% to 75% of SPRAVATO™-treated patients 
developed dissociative or perceptual changes). Given its potential to induce 
dissociative effects, carefully assess patients with psychosis before administering 
SPRAVATO™; treatment should be initiated only if the benefit outweighs the risk.
Because of the risks of dissociation, patients must be monitored by a healthcare 
provider for at least 2 hours at each treatment session, followed by an assessment 
to determine when the patient is considered clinically stable and ready to leave the 
healthcare setting.
SPRAVATO™ is available only through a restricted program under a REMS.
Abuse and Misuse: SPRAVATO™ contains esketamine, a Schedule III controlled 
substance (CIII), and may be subject to abuse and diversion. Assess each patient’s risk  
for abuse or misuse prior to prescribing and monitor all patients for the development  
of these behaviors or conditions, including drug-seeking behavior, while on therapy. 
Individuals with a history of drug abuse or dependence are at greater risk; therefore,  
use careful consideration prior to treatment of individuals with a history of substance  
use disorder and monitor for signs of abuse or dependence.
SPRAVATO™ is available only through a restricted program under a REMS.

Please see additional Important Safety Information and Brief Summary of full 
Prescribing Information, including Boxed WARNINGS, on following pages.

NMDA=N-methyl-D-aspartate. 

Reference: . SPRAVATO™ [Prescribing Information].  
Titusville, NJ: Janssen Pharmaceuticals, Inc. May 2019. © Janssen Pharmaceuticals, Inc. 2019  August 2019    cp-81318v2

A NEW DAY BEGINS  
WITH SPRAVATO™

Learn more at SPRAVATOHCP.com

Device as shown does not depict actual position  
for administration.

THE FIRST AND ONLY NMDA RECEPTOR ANTAGONIST 
APPROVED IN CONJUNCTION WITH AN ORAL  
ANTIDEPRESSANT FOR TREATMENT-RESISTANT  
DEPRESSION (TRD) IN ADULTS.1
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Important Safety Information (continued)

SPRAVATO™ Risk Evaluation and Mitigation Strategy (REMS): SPRAVATO™ is available 
only through a restricted program called the SPRAVATO™ REMS because of the risks of 
serious adverse outcomes from sedation, dissociation, and abuse and misuse.
Important requirements of the SPRAVATO™ REMS include the following:

• Healthcare settings must be certified in the program and ensure that SPRAVATO™ is: 
– Only dispensed in healthcare settings and administered to patients who are 

enrolled in the program.
– Administered by patients under the direct observation of a healthcare provider 

and that patients are monitored by a healthcare provider for at least 2 hours after 
administration of SPRAVATO™.

• Pharmacies must be certified in the REMS and must only dispense SPRAVATO™  
to healthcare settings that are certified in the program.

Further information, including a list of certified pharmacies, is available  
at www.SPRAVATOrems.com or 1-855-382-6022.
Suicidal Thoughts and Behaviors in Adolescents and Young Adults: In pooled 
analyses of placebo-controlled trials of antidepressant drugs (SSRIs and other 
antidepressant classes) that included adult and pediatric patients, the incidence  
of suicidal thoughts and behaviors in patients age 24 years and younger was greater 
than in placebo-treated patients. SPRAVATO™ is not approved in pediatric (<18 years  
of age) patients.
There was considerable variation in risk of suicidal thoughts and behaviors  
among drugs, but there was an increased risk identified in young patients for most 
drugs studied.
Monitor all antidepressant-treated patients for clinical worsening and emergence  
of suicidal thoughts and behaviors, especially during the initial few months of drug 
therapy and at times of dosage changes. Counsel family members or caregivers of 
patients to monitor for changes in behavior and to alert the healthcare provider. 
Consider changing the therapeutic regimen, including possibly discontinuing 
SPRAVATO™ and/or the concomitant oral antidepressant, in patients whose  
depression is persistently worse, or who are experiencing emergent suicidal  
thoughts or behaviors.
Increase in Blood Pressure: SPRAVATO™ causes increases in systolic and/or diastolic 
blood pressure (BP) at all recommended dosages. Increases in BP peak approximately 
40 minutes after SPRAVATO™ administration and last approximately 4 hours.
Approximately 8% to 17% of SPRAVATO™-treated patients experienced an increase  
of more than 40 mmHg in systolic BP and/or 25 mmHg in diastolic BP in the first 1.5 
hours after administration at least once during the first 4 weeks of treatment.  
A substantial increase in blood pressure could occur after any dose administered even 
if smaller blood pressure effects were observed with previous administrations. 
SPRAVATO™ is contraindicated in patients for whom an increase in BP or intracranial 
pressure poses a serious risk (e.g., aneurysmal vascular disease, arteriovenous 
malformation, history of intracerebral hemorrhage). Before prescribing, patients with 
other cardiovascular and cerebrovascular conditions should be carefully assessed to 
determine whether the potential benefits of SPRAVATO™ outweigh its risk.
Assess BP prior to administration of SPRAVATO™. In patients whose BP is elevated prior 
to SPRAVATO™ administration (as a general guide: >140/90 mmHg), a decision to delay 
SPRAVATO™ therapy should be taken into account to balance the benefit and risk in 
individual patients.
BP should be monitored for at least 2 hours after SPRAVATO™ administration.  
Measure blood pressure around 40 minutes post-dose and subsequently as  
clinically warranted until values decline. If BP remains high, promptly seek  
assistance from practitioners experienced in BP management. Refer patients 
experiencing symptoms of a hypertensive crisis (e.g., chest pain, shortness of breath) 
or hypertensive encephalopathy (e.g., sudden severe headache, visual disturbances, 
seizures, diminished consciousness or focal neurological deficits) immediately  
for emergency care.
Closely monitor blood pressure with concomitant use of SPRAVATO™ with psychostimulants 
or monoamine oxidase inhibitors (MAOIs) [see Drug Interactions (7.2, 7.3)].
In patients with history of hypertensive encephalopathy, more intensive monitoring, 
including more frequent blood pressure and symptom assessment, is warranted 
because these patients are at increased risk for developing encephalopathy with even 
small increases in blood pressure.

Cognitive Impairment

Short-Term Cognitive Impairment: In a study in healthy volunteers, a single dose of 
SPRAVATO™ caused cognitive performance decline 40 minutes post-dose. SPRAVATO™-
treated subjects required a greater effort to complete the cognitive tests at 40 minutes 
post-dose. Cognitive performance and mental effort were comparable between 
SPRAVATO™ and placebo at 2 hours post-dose. Sleepiness was comparable after  
4 hours post-dose.
Long-Term Cognitive Impairment: Long-term cognitive and memory impairment  
have been reported with repeated ketamine misuse or abuse. No adverse effects of 
SPRAVATO™ nasal spray on cognitive functioning were observed in a one-year 
open-label safety study; however, the long-term cognitive effects of SPRAVATO™  
have not been evaluated beyond one year.
Impaired Ability to Drive and Operate Machinery: Before SPRAVATO™ 
administration, instruct patients not to engage in potentially hazardous activities 
requiring complete mental alertness and motor coordination, such as driving a motor 
vehicle or operating machinery, until the next day following a restful sleep. Patients 
will need to arrange transportation home following treatment with SPRAVATO™.

Ulcerative or Interstitial Cystitis: Cases of ulcerative or interstitial cystitis have been 
reported in individuals with long-term off-label use or misuse/abuse of ketamine.  
In clinical studies with SPRAVATO™ nasal spray, there was a higher rate of lower  
urinary tract symptoms (pollakiuria, dysuria, micturition urgency, nocturia, and 
cystitis) in SPRAVATO™-treated patients than in placebo-treated patients. No cases of 
esketamine-related interstitial cystitis were observed in any of the studies,  
which involved treatment for up to a year.

Monitor for urinary tract and bladder symptoms during the course of treatment with 
SPRAVATO™ and refer to an appropriate healthcare provider as clinically warranted.
Embryo-fetal Toxicity: SPRAVATO™ may cause fetal harm when administered to 
pregnant women. Advise pregnant women of the potential risk to an infant exposed to 
SPRAVATO™ in utero. Advise women of reproductive potential to consider pregnancy 
planning and prevention.

DRUG INTERACTIONS

CNS depressants (e.g., benzodiazepines, opioids, alcohol): Concomitant use  
may increase sedation. Closely monitor for sedation with concomitant use of  
CNS depressants.
Psychostimulants (e.g., amphetamines, methylphenidate, modafinil, 
armodafinil): Concomitant use may increase blood pressure. Closely monitor blood 
pressure with concomitant use of psychostimulants.
Monoamine oxidase inhibitors (MAOIs): Concomitant use may increase blood 
pressure. Closely monitor blood pressure with concomitant use of MAOIs.

USE IN SPECIFIC POPULATIONS

Pregnancy: SPRAVATO™ is not recommended during pregnancy. SPRAVATO™ may 
cause fetal harm when administered to pregnant women. Advise pregnant women  
of the potential risk to an infant exposed to SPRAVATO™ in utero. There are risks to the 
mother associated with untreated depression in pregnancy. If a woman becomes 
pregnant while being treated with SPRAVATO™, treatment with SPRAVATO™ should  
be discontinued and the patient should be counseled about the potential risk to  
the fetus.
Pregnancy Exposure Registry: There is a pregnancy exposure registry that monitors 
pregnancy outcomes in women exposed to antidepressants, including SPRAVATO™, 
during pregnancy. Healthcare providers are encouraged to register patients by 
contacting the National Pregnancy Registry for Antidepressants at 1-844-405-6185 or 
online at https://womensmentalhealth.org/clinical-and-research-programs/
pregnancyregistry/antidepressants/.
Lactation: SPRAVATO™ is present in human milk. Because of the potential for 
neurotoxicity, advise patients that breastfeeding is not recommended during 
treatment with SPRAVATO™.
Females and Males of Reproductive Potential: SPRAVATO™ may cause embryo-fetal 
harm when administered to a pregnant woman. Consider pregnancy planning and 
prevention for females of reproductive potential during treatment with SPRAVATO™.
Pediatric Use: The safety and effectiveness of SPRAVATO™ in pediatric patients have 
not been established.
Geriatric Use: Of the total number of patients in Phase 3 clinical studies exposed  
to SPRAVATO™, 12% were 65 years of age and older, and 2% were 75 years of age  
and older. No overall differences in the safety profile were observed between patients 
65 years of age and older and patients younger than 65 years of age.
The mean esketamine Cmax and AUC values were higher in elderly patients compared 
with younger adult patients.
The treatment of TRD in geriatric patients was evaluated in a 4-week, randomized, 
double-blind study comparing flexibly-dosed intranasal SPRAVATO™ plus a newly 
initiated oral antidepressant compared to intranasal placebo plus a newly initiated 
oral antidepressant in patients ≥65 years of age. At the end of four weeks, there was  
no statistically significant difference between groups on the primary efficacy endpoint 
of change from baseline to Week 4 on the Montgomery-Åsberg Depression Rating  
Scale (MADRS).
Hepatic Impairment: SPRAVATO™-treated patients with moderate hepatic 
impairment may need to be monitored for adverse reactions for a longer period  
of time.
SPRAVATO™ has not been studied in patients with severe hepatic impairment 
(Child-Pugh class C). Use in this population is not recommended.

DRUG ABUSE AND DEPENDENCE

Controlled Substance: SPRAVATO™ contains esketamine hydrochloride, the 
(S)-enantiomer of ketamine and a Schedule III controlled substance under the 
Controlled Substances Act.
Abuse: Individuals with a history of drug abuse or dependence may be at greater risk 
for abuse and misuse of SPRAVATO™. Abuse is the intentional, non-therapeutic use of  
a drug, even once, for its psychological or physiological effects. Misuse is the 
intentional use, for therapeutic purposes, of a drug by an individual in a way other 
than prescribed by a healthcare provider or for whom it was not prescribed. Careful 
consideration is advised prior to use of individuals with a history of substance use 
disorder, including alcohol.
SPRAVATO™ may produce a variety of symptoms including anxiety, dysphoria, 
disorientation, insomnia, flashback, hallucinations, and feelings of floating, 
detachment and to be “spaced out.” Monitoring for signs of abuse and misuse  
is recommended.

ADVERSE REACTIONS

The most common adverse reactions with SPRAVATO™ plus oral AD (incidence ≥5% 
and at least twice that of placebo nasal spray plus oral AD) were dissociation, 
dizziness, nausea, sedation, vertigo, hypoesthesia, anxiety, lethargy, blood pressure 
increased, vomiting, and feeling drunk.

Please see Brief Summary of full Prescribing Information,  
including Boxed WARNINGS, on following pages.
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SPRAVATO® 
(esketamine) nasal spray, CIII
Brief Summary
BEFORE PRESCRIBING SPRAVATO®, PLEASE SEE FULL PRESCRIBING INFORMATION, INCLUDING 
BOXED WARNING.

WARNING: SEDATION; DISSOCIATION; ABUSE AND MISUSE; and  
SUICIDAL THOUGHTS AND BEHAVIORS

Sedation
•  Patients are at risk for sedation after administration of SPRAVATO [see Warnings and 

Precautions].
Dissociation
•  Patients are at risk for dissociative or perceptual changes after administration of SPRAVATO [see 

Warnings and Precautions].
Because of the risks of sedation and dissociation, patients must be monitored for at least 2 hours 
at each treatment session, followed by an assessment to determine when the patient is considered 
clinically stable and ready to leave the healthcare setting [see Warnings and Precautions].
Abuse and Misuse
•  SPRAVATO has the potential to be abused and misused. Consider the risks and benefits of 

prescribing SPRAVATO prior to use in patients at higher risk of abuse. Monitor patients for 
signs and symptoms of abuse and misuse [see Warnings and Precautions].

Because of the risks of serious adverse outcomes resulting from sedation, dissociation, and abuse 
and misuse, SPRAVATO is only available through a restricted program under a Risk Evaluation and 
Mitigation Strategy (REMS) called the SPRAVATO REMS [see Warnings and Precautions].
Suicidal Thoughts and Behaviors
Antidepressants increased the risk of suicidal thoughts and behavior in pediatric and young adult 
patients in short-term studies. Closely monitor all antidepressant-treated patients for clinical 
worsening, and for emergence of suicidal thoughts and behaviors. SPRAVATO is not approved for 
use in pediatric patients [see Warnings and Precautions].

INDICATIONS AND USAGE
SPRAVATO® is indicated, in conjunction with an oral antidepressant, for the treatment of treatment-
resistant depression (TRD) in adults [see Clinical Studies (14.1) in Full Prescribing Information].
Limitations of Use:
SPRAVATO is not approved as an anesthetic agent. The safety and effectiveness of SPRAVATO as an 
anesthetic agent have not been established.
CONTRAINDICATIONS
SPRAVATO is contraindicated in patients with:
•  Aneurysmal vascular disease (including thoracic and abdominal aorta, intracranial, and peripheral 

arterial vessels) or arteriovenous malformation [see Warnings and Precautions]
• History of intracerebral hemorrhage [see Warnings and Precautions]
• Hypersensitivity to esketamine, ketamine, or any of the excipients.

WARNINGS AND PRECAUTIONS
Sedation
In clinical trials, 49% to 61% of SPRAVATO-treated patients developed sedation based on the Modified 
Observer’s Alertness/Sedation scale (MOAA/s) [see Adverse Reactions], and 0.3% of SPRAVATO-
treated patients experienced loss of consciousness (MOAA/s score of 0).
Because of the possibility of delayed or prolonged sedation, patients must be monitored by a healthcare 
provider for at least 2 hours at each treatment session, followed by an assessment to determine when 
the patient is considered clinically stable and ready to leave the healthcare setting [see Dosage and 
Administration (2.4) in Full Prescribing Information].
Closely monitor for sedation with concomitant use of SPRAVATO with CNS depressants [see Drug 
Interaction].
SPRAVATO is available only through a restricted program under a REMS [see Warnings and Precautions].
Dissociation
The most common psychological effects of SPRAVATO were dissociative or perceptual changes 
(including distortion of time, space and illusions), derealization and depersonalization (61% to 75% 
of SPRAVATO-treated patients developed dissociative or perceptual changes based on the Clinician 
Administered Dissociative Symptoms Scale) [see Adverse Reactions]. Given its potential to induce 
dissociative effects, carefully assess patients with psychosis before administering SPRAVATO; 
treatment should be initiated only if the benefit outweighs the risk.
Because of the risks of dissociation, patients must be monitored by a healthcare provider for at least 
2 hours at each treatment session, followed by an assessment to determine when the patient is 
considered clinically stable and ready to leave the healthcare setting [see Dosage and Administration 
(2.4) in Full Prescribing Information].
SPRAVATO is available only through a restricted program under a REMS [see Warnings and Precautions].
Abuse and Misuse
SPRAVATO contains esketamine, a Schedule III controlled substance (CIII), and may be subject to 
abuse and diversion. Assess each patient’s risk for abuse or misuse prior to prescribing SPRAVATO 
and monitor all patients receiving SPRAVATO for the development of these behaviors or conditions, 
including drug-seeking behavior, while on therapy. Contact local state professional licensing board or 
state-controlled substances authority for information on how to prevent and detect abuse or diversion 
of SPRAVATO. Individuals with a history of drug abuse or dependence are at greater risk; therefore, 
use careful consideration prior to treatment of individuals with a history of substance use disorder and 
monitor for signs of abuse or dependence. [see Drug Abuse and Dependence].
SPRAVATO is available only through a restricted program under a REMS [see Warnings and Precautions].
SPRAVATO Risk Evaluation and Mitigation Strategy (REMS)
SPRAVATO is available only through a restricted program under a REMS called the SPRAVATO REMS 
because of the risks of serious adverse outcomes from sedation, dissociation, and abuse and misuse 
[see Boxed Warning and Warnings and Precautions].
Important requirements of the SPRAVATO REMS include the following:
•  Healthcare settings must be certified in the program and ensure that SPRAVATO is:
 –  Only dispensed in healthcare settings and administered to patients who are enrolled in the 

program.
 –  Administered by patients under the direct observation of a healthcare provider and that patients 

are monitored by a healthcare provider for at least 2 hours after administration of SPRAVATO [see 
Dosage and Administration (2.4) in Full Prescribing Information].

•  Pharmacies must be certified in the REMS and must only dispense SPRAVATO to healthcare settings 
that are certified in the program.

Further information, including a list of certified pharmacies is available at www.SPRAVATOrems.com 
or 1-855-382-6022.
Suicidal Thoughts and Behaviors in Adolescents and Young Adults
In pooled analyses of placebo-controlled trials of antidepressant drugs (SSRIs and other antidepressant 
classes) that included approximately 77,000 adult patients and 4,500 pediatric patients (SPRAVATO is 
not approved in pediatric patients), the incidence of suicidal thoughts and behaviors in patients age 
24 years and younger was greater than in placebo-treated patients. There was considerable variation 

in risk of suicidal thoughts and behaviors among drugs, but there was an increased risk identified in 
young patients for most drugs studied. There were differences in absolute risk of suicidal thoughts 
and behaviors across the different indications, with the highest incidence in patients with major 
depressive disorder (MDD). The drug-placebo differences in the number of cases of suicidal thoughts 
and behaviors per 1000 patients treated are provided in Table 1.

Table 1:  Risk Differences of the Number of Patients with Suicidal Thoughts or Behaviors in the 
Pooled Placebo-Controlled Trials of Antidepressants in Pediatric* and Adult Patients

Age Range (Years) Drug-Placebo Difference in Number of Patients with  
Suicidal Thoughts or Behaviors per 1000 Patients Treated

Increases Compared to Placebo
<18 14 additional patients

18-24 5 additional patients
Decreases Compared to Placebo

25-64 1 fewer patient
≥65 6 fewer patients

* SPRAVATO is not approved in pediatric patients.

It is unknown whether the risk of suicidal thoughts and behaviors in children, adolescents, and young 
adults extends to longer-term use, i.e., beyond four months. However, there is substantial evidence 
from placebo-controlled maintenance studies in adults with MDD that antidepressants delay the 
recurrence of depression and that depression itself is a risk factor for suicidal thoughts and behaviors.
Monitor all antidepressant-treated patients for clinical worsening and emergence of suicidal thoughts 
and behaviors, especially during the initial few months of drug therapy and at times of dosage changes. 
Counsel family members or caregivers of patients to monitor for changes in behavior and to alert the 
healthcare provider. Consider changing the therapeutic regimen, including possibly discontinuing 
SPRAVATO and/or the concomitant oral antidepressant, in patients whose depression is persistently 
worse, or who are experiencing emergent suicidal thoughts or behaviors.
Increase in Blood Pressure
SPRAVATO causes increases in systolic and/or diastolic blood pressure (BP) at all recommended 
doses. Increases in BP peak approximately 40 minutes after SPRAVATO administration and last 
approximately 4 hours [see Adverse Reactions].
Approximately 8% to 17% of SPRAVATO-treated patients and 1% to 3% of placebo-treated patients 
experienced an increase of more than 40 mmHg in systolic BP and/or 25 mmHg in diastolic BP in the 
first 1.5 hours after administration at least once during the first 4 weeks of treatment. A substantial 
increase in blood pressure could occur after any dose administered even if smaller blood pressure 
effects were observed with previous administrations. SPRAVATO is contraindicated in patients for 
whom an increase in BP or intracranial pressure poses a serious risk (e.g., aneurysmal vascular 
disease, arteriovenous malformation, history of intracerebral hemorrhage) [see Contraindications]. 
Before prescribing SPRAVATO, patients with other cardiovascular and cerebrovascular conditions 
should be carefully assessed to determine whether the potential benefits of SPRAVATO outweigh  
its risks.
Assess BP prior to administration of SPRAVATO. In patients whose BP is elevated prior to SPRAVATO 
administration (as a general guide: >140/90 mmHg) a decision to delay SPRAVATO therapy should take 
into account the balance of benefit and risk in individual patients.
BP should be monitored for at least 2 hours after SPRAVATO administration [see Dosage and 
Administration (2.1, 2.4) in Full Prescribing Information]. Measure blood pressure around 40 minutes 
post-dose and subsequently as clinically warranted until values decline. If BP remains high, promptly 
seek assistance from practitioners experienced in BP management. Refer patients experiencing 
symptoms of a hypertensive crisis (e.g., chest pain, shortness of breath) or hypertensive encephalopathy 
(e.g., sudden severe headache, visual disturbances, seizures, diminished consciousness or focal 
neurological deficits) immediately for emergency care.
Closely monitor blood pressure with concomitant use of SPRAVATO with psychostimulants or 
monoamine oxidase inhibitors (MAOIs) [see Drug Interactions].
In patients with history of hypertensive encephalopathy, more intensive monitoring, including more 
frequent blood pressure and symptom assessment, is warranted because these patients are at 
increased risk for developing encephalopathy with even small increases in blood pressure.
Cognitive Impairment
Short-Term Cognitive Impairment
In a study in healthy volunteers, a single dose of SPRAVATO caused cognitive performance decline 
40 minutes post-dose. Compared to placebo-treated subjects, SPRAVATO-treated subjects required a 
greater effort to complete cognitive tests at 40 minutes post-dose. Cognitive performance and mental 
effort were comparable between SPRAVATO and placebo at 2 hours post-dose. Sleepiness was 
comparable after 4 hours post-dose.
Long-Term Cognitive Impairment
Long-term cognitive and memory impairment have been reported with repeated ketamine misuse or 
abuse. No adverse effects of SPRAVATO nasal spray on cognitive functioning were observed in a one-
year open-label safety study; however, the long-term cognitive effects of SPRAVATO have not been 
evaluated beyond one year.
Impaired Ability to Drive and Operate Machinery
Two placebo-controlled studies were conducted to assess the effects of SPRAVATO on the ability to 
drive [see Clinical Studies (14.3) in Full Prescribing Information]. The effects of SPRAVATO 84 mg were 
comparable to placebo at 6 hours and 18 hours post-dose. However, two SPRAVATO-treated subjects 
in one of the studies discontinued the driving test at 8 hours post-dose because of SPRAVATO-related 
adverse reactions.
Before SPRAVATO administration, instruct patients not to engage in potentially hazardous activities 
requiring complete mental alertness and motor coordination, such as driving a motor vehicle or 
operating machinery, until the next day following a restful sleep. Patients will need to arrange 
transportation home following treatment with SPRAVATO.
Ulcerative or Interstitial Cystitis
Cases of ulcerative or interstitial cystitis have been reported in individuals with long-term off-label 
use or misuse/abuse of ketamine. In clinical studies with SPRAVATO nasal spray, there was a higher 
rate of lower urinary tract symptoms (pollakiuria, dysuria, micturition urgency, nocturia, and cystitis) 
in SPRAVATO-treated patients than in placebo-treated patients [see Adverse Reactions]. No cases of 
esketamine-related interstitial cystitis were observed in any of the studies, which included treatment 
for up to a year.
Monitor for urinary tract and bladder symptoms during the course of treatment with SPRAVATO, and 
refer to an appropriate healthcare provider as clinically warranted.
Embryo-fetal Toxicity
Based on published findings from pregnant animals treated with ketamine, the racemic mixture of 
arketamine and esketamine, SPRAVATO may cause fetal harm when administered to pregnant 
women. Advise pregnant women of the potential risk to an infant exposed to SPRAVATO in utero.  
Advise women of reproductive potential to consider pregnancy planning and prevention [see Use in 
Specific Populations].

SPRAVATO® (esketamine) nasal spray, CIII

PSY0520_CV2-4_Spravato.indd   2 4/24/20   9:57 AM



ADVERSE REACTIONS
The following adverse reactions are discussed in more detail in other sections of the labeling:
• Sedation [see Warnings and Precautions]
• Dissociation [see Warnings and Precautions]
• Increase in Blood Pressure [see Warnings and Precautions]
• Cognitive Impairment [see Warnings and Precautions]
•  Impaired Ability to Drive and Operate Machinery [see Warnings and Precautions]
• Ulcerative or Interstitial Cystitis [see Warnings and Precautions]
• Embryo-fetal Toxicity [see Warnings and Precautions]
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 clinical practice.
Patient Exposure
SPRAVATO was evaluated for safety in 1709 patients diagnosed with treatment resistant depression 
(TRD) [see Clinical Studies (14.1, 14.2) in Full Prescribing Information] from five Phase 3 studies (3 short-
term and 2 long-term studies) and one Phase 2 dose-ranging study. Of all SPRAVATO-treated patients 
in the completed Phase 3 studies, 479 (30%) received at least 6 months of treatment, and 178 (11%) 
received at least 12 months of treatment.
Adverse Reactions Leading to Discontinuation of Treatment
In short-term studies in adults < 65 years old (Study 1 pooled with another 4-week study), the proportion 
of patients who discontinued treatment because of an adverse reaction was 4.6% in patients who 
received SPRAVATO plus oral AD compared to 1.4% for patients who received placebo nasal 
spray plus oral AD. For adults ≥ 65 years old, the proportions were 5.6% and 3.1%, respectively. In  
Study 2, a long-term maintenance study, the discontinuation rates because of an adverse reaction 
were similar for patients receiving SPRAVATO plus oral AD and placebo nasal spray plus oral AD in 
the maintenance phase, at 2.6% and 2.1%, respectively. Across all Phase 3 studies, adverse reactions 
leading to SPRAVATO discontinuation in more than 2 patients were (in order of frequency): anxiety 
(1.2%), depression (0.9%), blood pressure increased (0.6%), dizziness (0.6%), suicidal ideation (0.5%), 
dissociation (0.4%), nausea (0.4%), vomiting (0.4%), headache (0.3%), muscular weakness (0.3%), 
vertigo (0.2%), hypertension (0.2%), panic attack (0.2%) and sedation (0.2%).
Most Common Adverse Reactions
The most commonly observed adverse reactions in TRD patients treated with SPRAVATO plus oral AD 
(incidence ≥5% and at least twice that of placebo nasal spray plus oral AD) were dissociation, dizziness, 
nausea, sedation, vertigo, hypoesthesia, anxiety, lethargy, blood pressure increased, vomiting, and 
feeling drunk. Table 2 shows the incidence of adverse reactions that occurred in TRD patients treated 
with SPRAVATO plus oral AD at any dose and greater than patients treated with placebo nasal spray 
plus oral AD.

Table 2:  Adverse Reactions Occurring in ≥2% of TRD Patients Treated with SPRAVATO + Oral AD at 
Any Dose and at a Greater Rate than Patients Treated with Placebo Nasal Spray + Oral AD

SPRAVATO + 
Oral AD 
(N=346)

Placebo + 
Oral AD 
(N=222)

Cardiac disorders
Tachycardia* 6 (2%) 1 (0.5%)

Ear and labyrinth disorders
Vertigo* 78 (23%) 6 (3%)

Gastrointestinal disorders
Constipation 11 (3%) 3 (1%)
Diarrhea 23 (7%) 13 (6%)
Dry mouth 19 (5%) 7 (3%)
Nausea 98 (28%) 19 (9%)
Vomiting 32 (9%) 4 (2%)

General disorders and administration site conditions
Feeling abnormal 12 (3%) 0 (0%)
Feeling drunk 19 (5%) 1 (0.5%)

Investigations
Blood pressure increased* 36 (10%) 6 (3%)

Nervous system disorders
Dizziness* 101 (29%) 17 (8%)
Dysarthria* 15 (4%) 0 (0%)
Dysgeusia* 66 (19%) 30 (14%)
Headache* 70 (20%) 38 (17%)
Hypoesthesia* 63 (18%) 5 (2%)
Lethargy* 37 (11%) 12 (5%)
Mental impairment 11 (3%) 2 (1%)
Sedation* 79 (23%) 21 (9%)
Tremor 12 (3%) 2 (1%)

Psychiatric disorders
Anxiety* 45 (13%) 14 (6%)
Dissociation* 142 (41%) 21 (9%)
Euphoric mood 15 (4%) 2 (1%)
Insomnia 29 (8%) 16 (7%)

Renal and urinary disorders
Pollakiuria 11 (3%) 1 (0.5%)

Respiratory, thoracic and mediastinal disorders
Nasal discomfort* 23 (7%) 11 (5%)
Oropharyngeal pain 9 (3%) 5 (2%)
Throat irritation 23 (7%) 9 (4%)

Skin and subcutaneous tissue disorders
Hyperhidrosis 14 (4%) 5 (2%)

* The following terms were combined:
Anxiety includes: agitation; anticipatory anxiety; anxiety; fear; feeling jittery; irritability; nervousness; 
panic attack; tension

Blood pressure increased includes: blood pressure diastolic increased; blood pressure increased; 
blood pressure systolic increased; hypertension
Dissociation includes: delusional perception; depersonalization/derealization disorder; derealization; 
diplopia; dissociation; dysesthesia; feeling cold; feeling hot; feeling of body temperature change; 
hallucination; hallucination, auditory; hallucination, visual; hyperacusis; illusion; ocular discomfort; 
oral dysesthesia; paresthesia; paresthesia oral; pharyngeal paresthesia; photophobia; time perception 
altered; tinnitus; vision blurred; visual impairment
Dizziness includes: dizziness; dizziness exertional; dizziness postural; procedural dizziness
Dysarthria includes: dysarthria; slow speech; speech disorder
Dysgeusia includes: dysgeusia; hypogeusia
Headache includes: headache; sinus headache
Hypoesthesia includes: hypoesthesia; hypoesthesia oral, hypoesthesia teeth, pharyngeal hypoesthesia
Lethargy includes: fatigue; lethargy
Nasal discomfort includes: nasal crusting; nasal discomfort; nasal dryness; nasal pruritus
Sedation includes: altered state of consciousness; hypersomnia; sedation; somnolence
Tachycardia includes: extrasystoles; heart rate increased; tachycardia
Vertigo includes: vertigo; vertigo positional

Sedation
Sedation was evaluated by adverse event reports and using the Modified Observer’s Alertness/
Sedation scale (MOAA/s). In the MOAA/s scale, 5 means “responds readily to name spoken in normal 
tone” and 0 means “no response after painful trapezius squeeze.” Any decrease in MOAA/s from pre-
dose is considered to indicate presence of sedation, and such a decrease occurred in a higher number 
of patients on esketamine than placebo during the short-term trials (Table 3). Dose-related increases 
in the incidence of sedation were observed in a fixed-dose study [see Warnings and Precautions].

Table 3:  Incidence of Sedation (MOAA/s <5) in Double-Blind, Randomized, Placebo-Controlled 
Fixed-Dose Study with Patients <65 Years of Age and Double-Blind, Randomized, Placebo-
Controlled Flexible-Dose Study with Patients ≥65 years

Patients <65 years Patients ≥65 years
Placebo + 

Oral AD
SPRAVATO  
+ Oral AD

Placebo + 
Oral AD

SPRAVATO 
+ Oral AD

56 mg 84 mg 28 to 84 mg
Number of patients* N=112 N=114 N=114 N=63 N=72
Sedation (MOAA/s <5) 11% 50% 61% 19% 49%

*Patients who were evaluated with MOAA/s

Dissociation/Perceptual Changes
SPRAVATO can cause dissociative symptoms (including derealization and depersonalization) and 
perceptual changes (including distortion of time and space, and illusions). In clinical trials, dissociation 
was transient and occurred on the day of dosing. Dissociation was evaluated by adverse event reports 
and the Clinician-Administered Dissociative States Scale (CADSS) questionnaire. A CADSS total score 
of more than 4 indicates presence of dissociative symptoms, and such an increase to a score of 4 or 
more occurred in a higher number of patients on esketamine compared to placebo during the short-
term trials (see Table 4). Dose-related increases in the incidence of dissociative symptoms (CADSS 
total score >4) were observed in a fixed-dose study. Table 4 shows the incidence of dissociation 
(CADSS total score >4) in a double-blind, randomized, placebo-controlled, fixed-dose study in adults 
<65 years of age and a double-blind, randomized, placebo-controlled, flexible-dose study with patients 
≥ 65 years of age.

Table 4:  Incidence of Dissociation (CADSS Total Score >4) in Double-Blind, Randomized, Placebo-
Controlled Studies (Fixed-Dose Study with Patients <65 Years and Flexible-Dose Study with 
Patients ≥65 Years)

Patients <65 years Patients ≥65 years

Placebo + 
Oral AD

SPRAVATO  
+ Oral AD Placebo + 

Oral AD

SPRAVATO  
+ Oral AD

56 mg 84 mg 28 to 84 mg
Number of patients* N=113 N=113 N=116 N=65 N=72
CADSS total score >4 and change >0 5% 61% 69% 12% 75%

* Number of patients who were evaluated with CADSS

Increase in Blood Pressure
The mean placebo-adjusted increases in systolic and diastolic blood pressure (SBP and DBP) over 
time were about 7 to 9 mmHg in SBP and 4 to 6 mmHg in DBP at 40 minutes post-dose and 2 to 5 mmHg 
in SBP and 1 to 3 mmHg in DBP at 1.5 hours post-dose in patients receiving SPRAVATO plus oral 
antidepressants (Table 5).

Table 5:  Increases in Blood Pressure in Double-blind, Randomized-controlled, Short-term Trials of 
SPRAVATO + Oral AD Compared to Placebo Nasal Spray + Oral AD in the Treatment of TRD

Patients <65 years Patients ≥65 years
SPRAVATO  
+ Oral AD 

N=346

Placebo +  
Oral AD  
N=222

SPRAVATO  
+ Oral AD  

N =72

Placebo +  
Oral AD  

N=65
Systolic blood pressure

≥180 mmHg 9 (3%) --- 2 (3%) 1 (2%)
≥40 mmHg increase 29 (8%) 1 (0.5%) 12 (17%) 1 (2%)

Diastolic blood pressure
≥110 mmHg 13 (4%) 1 (0.5%) --- ---
≥25 mmHg increase 46 (13%) 6 (3%) 10 (14%) 2 (3%)

Nausea and Vomiting
SPRAVATO can cause nausea and vomiting (Table 6). Most of these events occurred on the day of 
dosing and resolved the same day, with the median duration not exceeding 1 hour in most subjects 
across dosing sessions. Rates of reported nausea and vomiting decreased over time across dosing 
sessions from the first week of treatment in the short-term studies, as well as over time with long-term 
treatment (Table 6).

Table 6:  Incidence and Severity of Nausea and Vomiting in Double-blind, Randomized-controlled, 
Fixed-dose Study

Treatment (+ Oral AD)
Nausea Vomiting

N All Severe All Severe
SPRAVATO 56 mg 115 31 (27%) 0 7 (6%) 0
SPRAVATO 84 mg 116 37 (32%) 4 (3%) 14 (12%) 3 (3%)
Placebo Nasal Spray 113 12 (11%) 0 2 (2%) 0

SPRAVATO® (esketamine) nasal spray, CIII SPRAVATO® (esketamine) nasal spray, CIII

PSY0520_CV2-4_Spravato.indd   3 4/24/20   9:57 AM



Sense of Smell
Sense of smell was assessed over time; no difference was observed between patients treated with 
SPRAVATO plus oral AD and those treated with placebo nasal spray plus oral AD during the double-
blind maintenance phase of Study 2 [see Clinical Studies (14.2) in Full Prescribing Information].
DRUG INTERACTIONS
Central Nervous System Depressants
Concomitant use with CNS depressants (e.g., benzodiazepines, opioids, alcohol) may increase sedation 
[see Warnings and Precautions]. Closely monitor for sedation with concomitant use of SPRAVATO with 
CNS depressants. 
Psychostimulants
Concomitant use with psychostimulants (e.g., amphetamines, methylphenidate, modafanil, armodafinil) 
may increase blood pressure [see Warnings and Precautions]. Closely monitor blood pressure with 
concomitant use of SPRAVATO with psychostimulants.
Monoamine Oxidase Inhibitors (MAOIs)
Concomitant use with monoamine oxidase inhibitors (MAOIs) may increase blood pressure  
[see Warnings and Precautions]. Closely monitor blood pressure with concomitant use of SPRAVATO 
with MAOIs.
USE IN SPECIFIC POPULATIONS
Pregnancy
Pregnancy Exposure Registry
There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed to 
antidepressants, including SPRAVATO, during pregnancy. Healthcare providers are encouraged to 
register patients by contacting the National Pregnancy Registry for Antidepressants at 1-844-405-6185 
or online at https://womensmentalhealth.org/clinical-and-research-programs/pregnancyregistry/
antidepressants/.
Risk Summary
SPRAVATO is not recommended during pregnancy. There are insufficient data on SPRAVATO use 
in pregnant women to draw conclusions about any drug-associated risk of major birth defects, 
miscarriage, or adverse maternal or fetal outcomes. Based on published findings from pregnant 
animals treated with ketamine, the racemic mixture of arketamine and esketamine, SPRAVATO may 
cause fetal harm when administered to pregnant women (see Data). Advise pregnant women of the 
potential risk to an infant exposed to SPRAVATO in utero. There are risks to the mother associated with 
untreated depression in pregnancy (see Clinical Considerations). If a woman becomes pregnant while 
being treated with SPRAVATO, treatment with esketamine should be discontinued and the patient 
should be counseled about the potential risk to the fetus.
Published studies in pregnant primates demonstrate that the administration of drugs that block 
N-methyl-D-aspartate (NMDA) receptors during the period of peak brain development increases 
neuronal apoptosis in the developing brain of the offspring. There are no data on pregnancy exposures 
in primates corresponding to periods prior to the third trimester in humans [see Use in Specific 
Populations].
In an embryo-fetal reproduction study in rabbits, skeletal malformations were noted at maternally 
toxic doses when ketamine was intranasally administered with a No Observed Adverse Effect Level 
(NOAEL) at estimated esketamine exposures 0.3 times the exposures at the maximum recommended 
human dose (MRHD) of 84 mg/day. In addition, intranasal administration of esketamine to pregnant rats 
during pregnancy and lactation at exposures that were similar to those at the MRHD resulted in a delay 
in sensorimotor development in pups during the preweaning period and a decrease in motor activity 
in the post-weaning period.
The estimated background risk of major birth defects and miscarriage for the indicated population is 
unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In 
the U.S. general population, the estimated background risk of major birth defects and miscarriage in 
clinically recognized pregnancies is 2 to 4% and 15 to 20%, respectively.
Clinical Considerations
Disease-Associated Maternal and/or Embryo-Fetal Risk
A prospective, longitudinal study followed 201 pregnant women with a history of major depressive 
disorder who were euthymic and taking antidepressants at the beginning of pregnancy. The women 
who discontinued antidepressants during pregnancy were more likely to experience a relapse of  
major depression than women who continued antidepressants. Consider the risk of untreated 
depression when discontinuing or changing treatment with antidepressant medication during 
pregnancy and postpartum.
Data
Animal Data
Based on published data, when female monkeys were treated intravenously with racemic ketamine 
at anesthetic dose levels in the third trimester of pregnancy, neuronal cell death was observed in the 
brains of their fetuses. This period of brain development translates into the third trimester of human 
pregnancy. The clinical significance of these findings is not clear; however, studies in juvenile animals 
suggest neuroapoptosis correlates with long-term cognitive deficits.
Racemic ketamine was administered intranasally to pregnant rats during the period of organogenesis 
at doses of 15, 50, and 150 mg/kg/day. The No Observed Adverse Effect level (NOAEL) for embryo-
fetal toxicity in rats was the highest dose of 150 mg/kg/day. Estimating 50% of the exposure to be 
from esketamine, the NOAEL associated with esketamine plasma exposure (AUC) is 12-times the 
AUC exposure at the MRHD of 84 mg/day. In pregnant rabbits, racemic ketamine was administered 
intranasally from gestational day 6 to 18 at doses of 10, 30, and 100 mg/kg/day. The high dose was 
lowered from 100 to 50 mg/kg after 5 days of dosing due to excessive mortality in the pregnant rabbits. 
Skeletal malformations were observed at doses ≥ 30mg/kg/day, which were maternally toxic. The 
NOAEL for skeletal malformations was associated with a plasma esketamine exposure (AUC) that was 
0.3 times the AUC exposure at MRHD of 84 mg/day.
Administration of esketamine to pregnant rats during pregnancy and lactation at intranasal doses 
equivalent to 4.5, 15, and 45 mg/kg/day (based on a 200-gram rat) produced AUC exposures 0.07, 
0.5, and 0.7 times the MRHD of 84 mg/day, respectively. Maternal toxicity was observed at doses  
≥ 15 mg/kg/day. In addition, a dose-dependent delay in the age of attainment of Preyer response reflex 
was observed in pups at all doses during the preweaning period. This sensory/motor developmental 
measure was tested starting on postnatal day (PND) 9, and the effect normalized by PND 19 in 
treatment groups as compared with PND 14 for the majority of the control animals. There is no NOAEL 
for this delay in sensory/motor response observed in pups during the preweaning period. During the 
postweaning period, a decrease in motor activity was observed at doses ≥ 15 mg/kg which is 0.5-times 
the human exposure at the MRHD of 84 mg/day. The NOAEL for maternal toxicity and decreased 
motor activity during the postweaning period was 4.5 mg/kg/day which was associated with a plasma 
exposure (AUC) that was 0.07-times the AUC exposure at MRHD of 84 mg/day.
Lactation
Risk Summary
Esketamine is present in human milk. There are no data on the effects of SPRAVATO on the breastfed 
infant or on milk production. Published studies in juvenile animals report neurotoxicity (see Data). 
Because of the potential for neurotoxicity, advise patients that breast-feeding is not recommended 
during treatment with SPRAVATO.

Data
Published juvenile animal studies demonstrate that the administration of drugs that block NMDA 
receptors, such as ketamine, during the period of rapid brain growth or synaptogenesis, results in 
widespread neuronal and oligodendrocyte cell loss in the developing brain and alterations in synaptic 
morphology and neurogenesis. Based on comparisons across species, the window of vulnerability to 
these changes is believed to correlate with exposures in the third trimester of gestation through the 
first several months of life, but this window may extend out to approximately 3 years of age in humans.
Females and Males of Reproductive Potential
Contraception
Based on published animal reproduction studies, SPRAVATO may cause embryo-fetal harm when 
administered to a pregnant woman [see Warnings and Precautions and Use in Specific Populations]. 
However, it is not clear how these animal findings relate to females of reproductive potential treated 
with the recommended clinical dose. Consider pregnancy planning and prevention for females of 
reproductive potential during treatment with SPRAVATO.
Pediatric Use
The safety and effectiveness of SPRAVATO in pediatric patients have not been established. Clinical 
studies of SPRAVATO in pediatric patients have not been conducted.
Geriatric Use
Of the total number of patients in Phase 3 clinical studies exposed to SPRAVATO, (N=1601), 194 (12%) 
were 65 years of age and older, and 25 (2%) were 75 years of age and older. No overall differences 
in the safety profile were observed between patients 65 years of age and older and patients younger 
than 65 years of age.
The mean esketamine Cmax and AUC values were higher in elderly patients compared with younger 
adult patients [see Clinical Pharmacology (12.3) in Full Prescribing Information].
The efficacy of SPRAVATO for the treatment of TRD in geriatric patients was evaluated in a 4-week, 
randomized, double-blind study comparing flexibly-dosed intranasal SPRAVATO plus a newly initiated 
oral antidepressant compared to intranasal placebo plus a newly initiated oral antidepressant in 
patients ≥ 65 years of age. SPRAVATO was initiated at 28 mg twice weekly and could be titrated to  
56 mg or 84 mg administered twice-weekly. At the end of four weeks, there was no statistically 
significant difference between groups on the primary efficacy endpoint of change from baseline to 
Week 4 on the Montgomery-Asberg Depression Rating Scale (MADRS).
Hepatic Impairment
The mean esketamine AUC and t1/2 values were higher in patients with moderate hepatic impairment 
compared to those with normal hepatic function [see Clinical Pharmacology (12.3) in Full Prescribing 
Information]. SPRAVATO-treated patients with moderate hepatic impairment may need to be monitored 
for adverse reactions for a longer period of time.
SPRAVATO has not been studied in patients with severe hepatic impairment (Child-Pugh class C). Use in 
this population is not recommended [see Clinical Pharmacology (12.3) in Full Prescribing Information].
DRUG ABUSE AND DEPENDENCE
Controlled Substance
SPRAVATO contains esketamine hydrochloride, the (S)-enantiomer of ketamine and a Schedule III 
controlled substance under the Controlled Substances Act.
Abuse
Individuals with a history of drug abuse or dependence may be at greater risk for abuse and misuse of 
SPRAVATO. Abuse is the intentional, non-therapeutic use of a drug, even once, for its psychological 
or physiological effects. Misuse is the intentional use, for therapeutic purposes, of a drug by an 
individual in a way other than prescribed by a healthcare provider or for whom it was not prescribed.  
Careful consideration is advised prior to use of individuals with a history of substance use disorder, 
including alcohol.
SPRAVATO may produce a variety of symptoms including anxiety, dysphoria, disorientation, insomnia, 
flashback, hallucinations, and feelings of floating, detachment and to be “spaced out”. Monitoring for 
signs of abuse and misuse is recommended.
Abuse Potential Study
A cross-over, double-blind abuse potential study of SPRAVATO and ketamine was conducted in 
recreational polydrug users (n=34) who had experience with perception-altering drugs, including 
ketamine. Ketamine, the racemic mixture of arketamine and esketamine, is a Schedule III controlled 
substance and has known abuse potential. In this study, the mean “Drug Liking at the Moment” and 
“Take Drug Again” scores for single doses of intranasal SPRAVATO (84 mg and 112 mg – the maximum 
recommended dose and 1.3 times the maximum recommended dose, respectively) were similar to these 
scores in the intravenous ketamine (0.5 mg/kg infused over 40 minutes) control group. However, these 
scores were greater in the SPRAVATO and ketamine groups compared to the placebo group. The 112 
mg dose of intranasal SPRAVATO was associated with significantly higher scores for “Hallucinating,” 
“Floating,” “Detached,” and “Spaced Out” than the 84 mg dose of intranasal SPRAVATO and the 
intravenous ketamine dose.
Dependence
Physical dependence has been reported with prolonged use of ketamine. Physical dependence is a 
state that develops as a result of physiological adaptation in response to repeated drug use, manifested 
by withdrawal signs and symptoms after abrupt discontinuation or significant dosage reduction of a 
drug. There were no withdrawal symptoms captured up to 4 weeks after cessation of esketamine 
treatment. Withdrawal symptoms have been reported after the discontinuation of frequently used 
(more than weekly) large doses of ketamine for long periods of time. Such withdrawal symptoms are 
likely to occur if esketamine were similarly abused. Reported symptoms of withdrawal associated with 
daily intake of large doses of ketamine include craving, fatigue, poor appetite, and anxiety. Therefore, 
monitor SPRAVATO-treated patients for symptoms and signs of physical dependence upon the 
discontinuation of the drug.
Tolerance has been reported with prolonged use of ketamine. Tolerance is a physiological state 
characterized by a reduced response to a drug after repeated administration (i.e., a higher dose of a 
drug is required to produce the same effect that was once obtained at a lower dose). Similar tolerance 
would be expected with prolonged use of esketamine.
OVERDOSAGE
Management of Overdosage
There is no specific antidote for esketamine overdose. In the case of overdose, the possibility of 
multiple drug involvement should be considered. Contact a Certified Poison Control Center for the most 
up to date information on the management of overdosage (1-800-222-1222 or www.poison.org).
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FROM THE CHAIRMAN

Opening Up
T

his month’s Special Report looks at preventing premature 

mortality, one of medicine’s noble goals. The US has 

made progress in this endeavor via education and aware-

ness addressing chronic health issues like heart disease, cancer, 

and cigarette use. Unfortunately, we still have a long way to go 

in preventing premature mortality, as psychiatrists can sadly at-

test. Suicide continues to be among the top 10 causes of death in 

this country, and the opioid epidemic has put the spotlight on the 

addiction woes that cripple the country.

Patients with psychiatric illness face additional challenges re-

sulting in unique morbidity and mortality issues. Studies have 

estimated shorter life expectancy—by as many as 20 years—for 

patients with mental illness. The literature on premature mortal-

ity originally focused on patients with schizophrenia, but data 

now support increased mortality associated with attention-deficit 

hyperactivity disorder, obsessive compulsive disorder, personal-

ity disorders, and mood and anxiety disorders. Accidents, life-

styles, socioeconomic, and limited access to care  impact lifes-

pan, despite advances in diagnosis and treatment for psychiatic 

disorders. The articles in this Special Report provide a glimpse 

into what can else be done to reduce premature mortality. 

It is no coincidence that this Special Report falls in the midst 

of our fight against the coronavirus. As medical health care pro-

fessionals fight the virus head-on in hospital rooms across the 

country, psychiatry continues to be the voice of reason and 

calm. In the last issue, Psychiatric Times explored resiliency. In 

this issue, we take a closer look at the enemy and our responses. 

Editor Emeritus Ron Pies, MD, eloquently discusses the virus’s 

psychological assault and provides tips for healing the soul 

during this unprecedented time. Meanwhile, Greg Eghigian, PhD, 

ponders lessons learned—and not learned—from last century’s 

flu pandemic. And, as the government begins to consider re-

opening the country, Sheldon Preskorn, MD, explores how we 

can prepare to ensure the safest return to normalcy possible.

As we consider the most vulnerable, this issue of Psychiatric 

Times discusses other matters that affect your patients. From 

understanding recovery in depression to special issues for pa-

tients with substance use disorders undergoing surgery, you are 

sure to find practical tips and useful information to help you 

help your patients. 

Stay well and safe!  ❒

Mike Hennessy Sr
Chairman and Founder, MJH Life Sciences
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John J. Miller, MD | Editor in Chief

F irst and foremost, we at Psy-
chiatric Times send our 
thoughts, prayers, and best 

wishes to all. This is truly a global 
event that is impacting all of us in 
some meaningful way. As I write 
this on April 8th, in the US there are 
officially more than 400,000 cases 
of COVID-19, and there have been 
more than 14,000 deaths . 
COVID-19 is currently ravaging 
through all 50 states, with half of 
the documented cases in just 2: New 
York and New Jersey. The country 
continues to grapple with a signifi-
cant shortage of personal protective 
equipment and ventilators, and the 
national stockpile is now depleted.

My flight home from Denver to 
Boston on March 13th feels like for-
ever ago. Even then the airports 
were eerily quiet, and an occasional 
traveler was wearing a mask. Arriv-
ing in Boston, my home airport 
where I spend a great deal of time, a 
heaviness filled the air of the termi-
nal as travelers scurried about, ev-
eryone preoccupied and subdued. I 
was naively unaware of the impend-
ing catastrophic health crisis that 
had already seeded our country and 
was about to blossom into a life 
changing pandemic, the likes of 
which I had previously only read 
about in medical textbooks.

Today I saw a photograph that 
was simultaneously surreal and an-
ticipated: a refrigerated truck 
parked next to a hospital in NY with 
the back door wide open as a recent-
ly deceased person wrapped in 
white sheets was being carried in-
side. The truck was lined with a 2 X 
4 framed scaffolding built along 
each inside wall, with sheets of ply-
wood serving as shelves in a make-
shift morgue, each shelve wide 
enough and long enough to hold 
one person. Sadly, every shelf held 

a recent victim of COVID-19, 
wrapped in white sheets, with no 
time frame in place to allow for the 
preparation of a farewell ceremony.

As disturbing as this photo was, I 
am more disturbed by the lack of a 
national integrated and aggressive 
response to this pandemic in our 
great country. I realize it is easy for 

me to play Monday morning quar-
terback, but as I learn more and 
more about the information avail-
able to us in December, January, and 
February, I am befuddled by the in-
action, lack of preparedness, and the 
minimizing of our national vulnera-
bility to this pandemic as COVID-19 
established its deep roots prior to 
emerging to assault us. Remarkably, 
and against the strong recommenda-
tion of all of the experts in the fields 
of infectious disease, epidemiology, 
and public health, today there re-

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

FROM THE EDITOR

COVID-19: The 
Long, Slow Recovery

“Interestingly and appropriately, the 
narrative has become one of the US 

being at war with COVID-19.”
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mains a handful of states whose gov-
ernors have chosen not to implement 
a shelter at home policy—the only 
intervention that has been shown to 
be effective in slowing down the fe-
rocity of this pandemic.

Interestingly and appropriately, 
the narrative has become one of the 
US being at war with COVID-19. Let 
me say that again: the UNITED 
STATES is at war. Despite this, our 
federal government has adopted a 
policy of surrendering the command 
and control center to fight this war to 
each individual state. Imagine if we 
were being attacked through our 
Northeast border by an aggressive 
and ubiquitous enemy that began an 
assault on the states of Maine, New 
Hampshire, Vermont, and New York, 
and the federal response was to pro-
vide back-up as needed to each state, 
which were instructed to ward off the 
attack with their own resources. In 
my opinion, this is a fair analogy as 
to how this COVID-19 pandemic has 
been approached by the federal gov-
ernment. Regardless of political per-
suasion, a time of war demands a re-
sponse by the US, not by each 
individual state, as our strength, strat-
egy, and success in times of crisis has 
always resulted from our united fed-
eral approach to any threat.

A related issue is the dissemina-
tion of information to the public. 
When our country is under attack, it is 
imperative to engage and deploy the 
various experts whose collective 
knowledge and experience can coor-
dinate a response that is most likely to 
succeed with the least number of ca-
sualties. If you or a loved one were to 
be diagnosed with a malignant brain 
tumor, with whom would you consult 
for treatment options and recommen-
dations? Personally, I would consult 
with several expert neurosurgeons 
and neuro-oncologists. I would ask 
these experts to communicate their 
recommendations to my family and 
their reasonings. As a psychiatrist, 
physician, and scientist, I have spent 
my life developing an evolving exper-
tise in psychiatric disorders and their 
treatment options. However, please 
do not ask me to evaluate and treat a 
cardiac arrhythmia, renal failure, pul-
monary fibrosis, or anemia—rather, 

please consult with an expert in the 
appropriate specialty. The contradic-
tions, misinformation, false hopes, 
and radically different recommenda-
tions on how to proceed through this 
pandemic are greatly amplified by 
marginalizing the experts.

A glimmer of light has been the 
innovative ways that the scientific ex-
perts, who are in the best position to 
advise state and federal policy in this 
pandemic, have found vehicles to 
communicate their assessments and 
recommendations. The current na-
tional challenge is to convince the 
policy makers and political leader-
ship to govern based on the science 
and evidence-based facts—from our 
own scientific experts as well as ex-
perts in the international community, 
many of whom have significant expe-
rience in fighting this COVID-19 
pandemic. On April 7th, American 
Medical Association President 
Patrice A. Harris, MD, MA, ad-
dressed the National Press Club with 
the following message to maximize 
our national success in defeating 
COVID-19:

The AMA calls on all elected 
officials to affirm science, ev-
idence, and fact in their 
words and actions. . . . We 

call on tech platforms to ad-
vance evidence-based infor-
mation from credible sources 
and reduce the spread of mis-
information.

COVID-19 has created massive 
collateral damage, the degree of 
which we cannot yet predict or fully 
understand. Sheltering in place, a 
necessary policy as we attempt to flat-
ten the pandemic’s curve, has created 
an experience of isolation and discon-
nection at a time when we long for 
increased social contact and support. 
Hospitals, long-term care facilities, 
and other residential programs are 
banning visitors, which only serves to 
increase the anxiety and fear in us all. 
With this ban on visitors, families and 
friends are unable to be with their 
loved ones in their time of severe ill-
ness and approaching death.

It feels like our economy is also in 
the ICU, and financial vulnerability 
with the associated hard choices 
grow larger every day. Over the past 
3 weeks, more than 16 million Amer-
icans have filed for unemployment, a 
staggering fact that was unimag-
inable just a month ago. As jobs are 
lost, many will also lose their health 
insurance benefits; access to neces-
sary treatment and affordability of 

medications will become increasing-
ly burdensome—likely leading to 
many unfilled prescriptions. It is not 
known what the long-term impact of 
our floundering economy will be 
once the pandemic subsides, or how 
quickly it can be rebuilt. We are like-
ly in for a rough ride.

In psychiatric and medical prac-
tice, novel treatment delivery sys-
tems have emerged thanks to the 
commitment, innovation, compas-
sion, and superhuman efforts of all 
members of the medical profession. 
As is the American way, citizens 
continue to rise to the challenges as 
they present themselves. By the time 
this editorial makes its way to print 
and into the hands of you, the reader, 
a lot more unknowable COVID-19 
history will have been written.

As you read this, my sincere hope 
is that the pandemic will be loosen-
ing its choking grip. Many serious 
challenges will face us once the curve 
has been flattened, and we work as a 
nation toward recovery. Restoring 
our depleted medical resources, reju-
venating our overworked health care 
personnel, beginning to grieve the 
many losses that currently are neces-
sarily on standby, establishing a safe 
return to work protocol, restoring 
jobs and income, and having the time 
to reflect on the personal and societal 
toll this pandemic has created will all 
happen in time.

There is still so much that is un-
known: when will it be safe to re-
sume social contact and gatherings; 
how do we deliver assistance to the 
financially depleted; will there be a 
second wave of the pandemic this fall 
or winter, and how do we best pre-
pare for that; and how long will it 
take to restore our economy? Slowly, 
progress will be made toward devel-
oping medication treatments and 
vaccines, and our understanding of 
COVID-19’s biography will be pub-
lished in the scientific journals. Ulti-
mately, COVID-19 will write its own 
autobiography. As we move forward 
I hope that everyone whose lives 
have been affected by COVID-19 are 
able to begin to grieve the many, ma-
ny losses in which we find ourselves 
submerged, and begin the long, slow 
process of recovery. ❒
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progress will be 
made toward 
developing 
medication 
treatments 
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Living With Serious 
Mental Illness
»  Benjamin Druss, MD, MPH

T his Special Report on premature mortality pro-
vides a review of current research as well as clini-
cal and policy innovations to improve the physical 

health of patients with serious mental illness. Living with a 
mental illness is all too often accompanied by poverty and 
social disadvantage, stigma, adverse health behaviors, and 
poor access to medical care. Taken together, these factors 
contribute to shortened life spans and reduced quality of 
life. The articles in this Special Report present approaches 
for addressing many of the preventable causes of poor 
health and mortality in this patient population.

Numerous studies from the general medical literature 
have demonstrated the benefits of exercise in increasing 
physical fitness, promoting weight loss, optimizing car-
diovascular health, and improving mood. As Martino 
Belvederi Murri, MD, and Panteleimon Ekkekakis, 
PhD, note, while the litera-
ture among individuals with 
major depression is more 
limited, there is every rea-
son to expect that exercise 
would confer similar—if 
not greater—benefits as 
those seen in general popu-
lations, given the elevated 
risks. As long as a regimen 
is appropriate to a patient’s 
fitness level—150 minutes 
of moderate activity is a 
good starting point for most individuals—exercise pro-
vides one of the most favorable risk-to-benefit profiles 
of any treatment that is currently available. The authors 
highlight the value of focusing on enjoyment as a strat-
egy to engage patients in initiating and adhering to ex-
ercise programs.

The social determinates of health have been referred 
to as the “causes of causes” of preventable mortality. As 
Lilanthi Balasuriya, MD, Eliza Buelt, MD, and Jack 

Tsai, PhD highlight in their overview, individuals with 
serious mental illness who also experience homeless-
ness are at extremely high risk. For these patients, stig-
ma, medical comorbidity, and challenges in meeting 
basic daily needs can lead to adverse physical health 
outcomes and early death. Successfully addressing the 
housing and basic economic needs of this population 
can provide a foundation for engagement in mental and 
general medical services.

Finally, these interventions require federal and state 
policies to support their broader uptake in clinical prac-
tice. Emma E. McGinty, PhD, MS, and Gail L. Daumit, 
MD, MHS highlight how a number of legislative and 
regulatory interventions beginning with the Affordable 
Care Act have increased opportunities to facilitate the 
more widespread adoption of integrated services for in-
dividuals with serious mental illness. The majority of 
these innovations have occurred within Medicaid, the 

most important funder of 
services for this population.

We hope that this Spe-
cial Report provides you 
with an overview of the im-
pressive and growing array 
of interventions available 
to improve the physical 
health of individuals with 
serious mental illness. As 
you read, please think 
about ways in which you 
can incorporate these strat-

egies into your practice. By doing so, you can play an 
important role in helping to improve the duration and 
quality of your patients’ lives. 

Dr Druss is Professor (Graduate Faculty), Rosalynn Carter 
Chair in Mental Health, School of Public Health: Health 
Policy and Management, Emory University, Atlanta, GA. 
He reports no conflicts of interest concerning the subject 
matter of this Special Report. ❒

“These factors contribute 
to shortened life spans and 

reduced quality of life.”
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» Emma E. McGinty, PhD, MS, and 
Gail L. Daumit, MD, MHS

P eople with serious mental ill-
nesses (SMIs) like schizophre-
nia, bipolar disorder, and major 

depressive disorder pass away 10 to 
20 years prematurely relative to the 
overall population.1,2 This excess 
mortality is driven by cardiovascular 
disease and other medical conditions 
including cancer, liver disease, 
chronic lung disease, and HIV/AIDS. 
The high burden of these conditions 
among people with SMI is driven by 
multiple factors, including the meta-
bolic adverse effects of psychotropic 
medications. Social risk factors for 
chronic disease include poverty, un-
employment, housing instability, and 
criminal justice involvement—all of 
which are overrepresented among 
people with SMI.3 Cognitive and 
communication impairments experi-
enced by some people with SMI, as 
well as low social support, can pre- 
sent challenges for patient-provider 
communication, shared deci-
sion-making, and navigation of com-
plex health care systems.

 Effective interventions to ad-
dress medical conditions in the pop-
ulation with SMI exist. Evi-
dence-based screening, diagnosis, 
and treatment of chronic medical 
conditions is largely the same for 
people with versus without SMI, and 
tailored behavioral interventions 
have been shown in clinical trials to 
support weight loss and tobacco 
smoking cessation in SMI.2 Clinical 
trial evidence also shows that sup-
portive employment and housing 
programs tailored to SMI can reduce 
unemployment and housing instabil-
ity, important social determinants of 
chronic disease among people with 
SMI and the overall population. Ma-
ny people with SMI, particularly the 
70% covered by Medicaid, do not 
receive guideline-concordant medi-
cal care.3 Moreover, tailored health 
behavior and supportive employment 
and housing interventions have not 
been widely implemented in the US.

The role of state and feder-
al policy 
State and federal policies have a key 
role in scaling up evidence-based in-

terventions to prevent and treat the 
medical conditions driving prema-
ture mortality in SMI. Policies at 
multiple levels, ranging from federal 
laws to clinic-level policies, delin-
eate the rules by which interventions 
are financed and delivered. In this 
article, we focus on federal and 
state-level policy initiatives.

 To date, federal and state policy 
efforts have predominantly focused 
on supporting integration of primary 
care and specialty mental health ser-
vices for people with SMI. The col-
laborative care model of integrated 
care can improve both physical and 
mental health care quality and out-
comes. Collaborative care is a prima-
ry care-based model in which prima-
ry care physicians collaborate with a 
mental health care manager and a 
psychiatric consultant to proactively 
identify, treat, and monitor mental 
illness.4 The evidence supporting col-
laborative care is strongest for de-
pression, although findings from lim-
ited clinical trials suggest this model 
may also benefit people with schizo-
phrenia and bipolar disorder.5 Spe-
cialty mental health-based integrated 
care models that operate in a manner 
conceptually similar to collaborative 
care but with the specialty mental 
health program as the locus of care, 
have the potential to improve quality 
of medical care and physical health 
outcomes for people with SMI.

 Insurance reimbursement chal-
lenges have been cited as a major 
barrier to adoption of integrated care 
models.6 Three federal and state pol-
icy initiatives are designed to address 
insurance reimbursement challenges: 
Centers for Medicare and Medicaid 

(CMS) behavioral health integration 
billing codes, the Affordable Care 
Act Medicaid health home waiver, 
and removal of same-day billing laws 
(Table).

CMS behavioral health  
integration billing codes
CMS introduced four new billing 
codes for behavioral health (mental 
health and substance use) integration 
services in 2017. Three of these codes 
reimburse services provided within 
the collaborative care model and the 
fourth code reimburses services pro-
vided under other integrated care 
models. These codes can be billed by 
primary care or other general medical 
clinicians. To be eligible to bill the 
collaborative care codes, practices 
must be able to demonstrate that they 
have implemented the core elements 
of the collaborative care model.

 The elements of the model in-
clude: a care team consisting of a 
general medical clinician, a behav-
ioral health care manager, and a psy-
chiatric consultant; use of validated 
instruments to identify and monitor 
mental illness; measurement-based 
treatment that uses a registry to mon-
itor and track adjustments to patients’ 
care; and regular case reviews.7 To 
bill for care management that is not 
embedded in collaborative care, 
practices must demonstrate that their 
integrated care model includes sys-
tematic patient assessment and mon-
itoring using validated instruments 
and behavioral health care planning, 
monitoring, and coordination.

 These behavioral health integra-
tion billing codes have been adopted 
by Medicare and some state Medic-

aid and commercial plans. However, 
Cross and colleagues8 found that on-
ly 0.1% of Medicare beneficiaries 
with a mental health or substance use 
disorder diagnosis received behav-
ioral health integration services 
billed with these codes from 2017 to 
2018. The majority of behavioral 
health integration codes were billed 
for general care management ser-
vices as opposed to collaborative 
care services. While use of these 
codes may increase over time, these 
findings suggest that the primary care 
and other general medical practices 
allowed to bill these codes face chal-
lenges meeting the staffing, infra-
structure, and workflow require-
ments, particularly for the intensive 
collaborative care model.

ACA Medicaid health home 
waiver
The Patient Protection and Affordable 
Care Act (ACA) of 2010 included a 
provision that allowed state Medicaid 
programs to apply for a waiver to use 
Medicaid funds to create health 
homes. The homes were for high-cost, 
high-need subpopulations of Medicaid 
beneficiaries, including but not limited 
to people with SMI. In practice, this 
waiver allowed states to bill Medicaid 
for 6 previously non-billable services: 
comprehensive care management; 
care coordination; health promotion; 
transitional care; individual/family 
support; and referral to community 
and social support services.

 As of November 2019, 17 states 
and the District of Columbia had used 
the waiver to implement health home 
programs for people with SMI. Of 
these 18 total programs, 10 are spe-
cialty mental health care-based and 8 
allow either primary care or specialty 
mental health settings to implement 
health homes for Medicaid beneficia-
ries with SMI.9 Early research on 
waiver-established health homes sug-
gest limited benefits. For example, 

Early Mortality in SMI
Federal and State Policy Initiatives 

Table. Policy initiatives designed to address insurance barriers to integrated care delivery

Policy Purpose

Centers for Medicare and Medicaid 
behavioral health integration billing 
codes

Allow general medical providers to bill Medicare and other payors for 
behavioral health integration services, such as behavioral health care 
management

Affordable Care Act Medicaid Health 
Home Waiver

Allows state Medicaid programs to create health home programs for 
beneficiaries with serious mental illness and to bill Medicaid for services 
including comprehensive care management, care coordination, health 
promotion, transitional care, individual/family support, and referral to 
community and social support services

Removal of same day billing laws The federal 21st Century Cures Act of 2016 clarified that federal law does 
not prohibit organizations from billing Medicaid for both a primary care 
service and a mental health service delivered to a single patient in the same 
day; but, same-day Medicaid billing prohibitions (a barrier to integrated care) 
still persist in many states
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Maryland’s waiver was associated 
with increased rates of cancer screen-
ing but had no effects on receipt of 
guideline-concordant cardiovascular 
care for participants with SMI.10,11 

Same-day billing laws and 
requirements
The federal 21st Century Cures Act 
of 2016 clarified that federal law 
does not prohibit organizations or in-
dividual clinicians from billing Med-
icaid for both primary care service(s) 
and mental health service(s) deliv-
ered to a single patient on the same 
day. Prior to this clarification, the 
federal Medicaid statute was fre-
quently interpreted as prohibiting 
same-day billing. Despite the clarifi-
cation at the federal level, the same-
day billing prohibition persists in 
many state laws.

In the most recent comprehensive 
assessment of state Medicaid laws 
that was conducted in 2015, 24 state 
Medicaid programs prohibited same-
day billing by some or all settings 
and provider types.12 Since the clari-
fication to federal law in 2016, some 
states have introduced and passed 
legislation to do away with the same-
day billing prohibitions in state Med-
icaid laws. Medicaid is the largest 
payor of mental health services in the 
US, and same-day billing prohibi-
tions have been cited as an important 
barrier to delivery of integrated care 
for people with SMI. No studies have 
assessed the effects of eliminating 
same-day billing requirements on 
care quality or health outcomes 
among people with SMI.

Federal and state policy 
gaps and next steps
To date, federal and state policies 
have focused on insurance billing for 
integrated care. However, new be-
havioral health integration billing 
codes have had low uptake and early 
research shows that the Medicaid 
health home waiver had limited ef-
fects on quality of physical health 
care for people with SMI. These find-
ings suggest that the existing billing 
policies are insufficient to support 
adoption and high-fidelity imple-
mentation of the complex integrated 
care models that improved the physi-
cal health conditions driving prema-
ture mortality in SMI as shown in 
clinical trials. 

There are many challenges to im-
plementing integrated care for pa-
tients with SMI. One-sided financial 
incentives, lack of accountability, 

and carved-out financing of general 
medical and specialty mental health 
services are barriers to implementa-
tion. The behavioral health integra-
tion billing codes and most Medic-
aid health home waivers reimburse 
only one side of the general medical/
specialty mental health duo. For ex-
ample, the entire reimbursement for 
the collaborative care billing codes 
goes to the billing general medical 
provider, despite the central roles of 
the behavioral health care manager 
and psychiatric consultant on the 
care team.

Alternative financing arrange-
ments, such as bundled payments or 
hub-and-spoke models, may alleviate 
this issue. Lack of accountability for 
physical health outcomes in SMI 
among either medical or mental 
health providers may impede care in-
tegration. Accountability could be 
improved through models tying pay-
ment to performance metrics, particu-
larly models such as accountable care 
organizations, which can be struc-
tured so that both general medical and 
specialty mental health providers are 
subject to the same incentives.

Finally, carve-out of mental health 
insurance benefits so that such bene-
fits are administered by a different 
organization than general medical 
benefits may obstruct delivery of in-
tegrated care. Carve-outs are particu-
larly common in Medicaid, and many 
states are considering policies to inte-
grate, or carve-in, mental health and 
general medical benefits. The effects 
of such policies on quality of care 
and health outcomes among people 
with SMI have not been rigorously 
studied.

In addition to these financing 
challenges, insufficient health infor-
mation technology (IT) infrastruc-
ture and provider training have been 
identified as barriers to integrated 
care in multiple studies. Shared elec-
tronic medical records across general 

medical and specialty mental health 
care providers as well as electronic 
patient registries that track patients’ 
health indicators and needed/used 
services are core components of ef-
fective integrated care models but 
lacking in many settings. Policy 
models, such as the federal HITECH 
Act, could be used as the basis for 
new policies specifically focused on 
incentivizing health IT infrastructure 
for integrated care. Siloed primary 
care and specialty mental health 
training could be addressed through 
policies requiring incorporation in 

medical, nursing, and social work 
training curricula.

Critically, better integration of 
specialty mental health and general 
medical care for people with SMI is 
not enough to reduce premature mor-
tality in the SMI patient population. 
Policies must also support delivery of 
effective health behavior interven-
tions and address social determinants 
of health. 

Obesity is a major driver of excess 
mortality in SMI, and tailored behav-
ioral interventions have been shown 
to lead to clinically significant weight 
loss in this group. Financing strate-
gies to support the weight manage-
ment and group exercise sessions in-
cluded in such interventions are 
needed. Medicare’s reimbursement 
strategies for its Diabetes Prevention 
Program sets a precedent for cover-
age of weight loss interventions that 
could be adapted.

Accreditation policies could be 
used to require health care or other 
types of organizations (eg, psychiat-
ric rehabilitation programs) to have 
an on-staff trainer certified to deliver 
tailored behavioral weight loss inter-
ventions for SMI. Policies address-
ing the social determinants contribut-
ing to premature mortality from 
cardiovascular disease and other 
medical conditions in SMI are also 
needed. While some policies could 

be society-wide (eg, expansions of 
federal cash assistance or nutrition 
benefits policies) other policiess 
could target SMI specifically. For ex-
ample, federal and state laws can al-
locate resources to evidence-based 
supportive housing and employment 
programs.
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“Obesity is a major driver of excess  
mortality in SMI, and tailored behavioral 
interventions have been shown to lead  
to clinically significant weight loss.”
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The Never-Ending Loop: Homelessness, 
Psychiatric Disorder, and Mortality
» Lilanthi Balasuriya, MD, Eliza 
Buelt, MD, and Jack Tsai, PhD

W ith a lifetime and 1-year 
prevalence of homelessness 
in the US population found 

to be 4.2% and 1.5%, respectively, 
and the total number of people who 
experience some form of homeless-
ness over the course of a year is esti-
mated to be 2.5 to 3.5 million indi-
viduals, homelessness is a serious 
problem. Mental illness, in addition 
to adverse childhood experiences and 
substance use, are risk factors for 
homelessness. Although estimates of 
the prevalence of mental illness vary, 
studies looking at mental illness in 
the homeless population have gener-
ally found a high prevalence of men-
tal disorders. The most common dis-
orders may be alcohol and drug 
dependence (Figure).1

There is clearly a link between 
psychiatric disorders and homeless-
ness; disentangling the nature of this 
relationship is complicated. Regard-
less of mental health status, people 
who are homeless generally have a 
history marked by poverty and social 
disadvantage, including considerable 
poverty in childhood and lower levels 
of education, and they are likely to 
belong to an ethnic minority.2 Mental 
illness had preceded homelessness in 
about two-thirds of the cases. 

Homelessness in turn has been as-
sociated with poorer mental health 
outcomes and may trigger or exacer-
bate certain types of disorders. For 
example, findings indicate that 
homelessness is related to higher lev-
els of psychiatric distress and lower 
perceived levels of recovery from se-
rious mental illness.3

Impact of homelessness on 
premature morbidity
Homelessness is associated with sub-
stantially increased morbidity and 
mortality from many causes including 
infectious diseases, cardiovascular 
disease, cancer, unintentional injury, 
suicide, homicide, and substance use. 
The unsheltered homeless have an 
even greater burden, with higher mor-
tality than sheltered homeless. Among 
a large group of homeless adults in 
Boston, disparities in deaths attributed 
to tobacco, alcohol, and drug use ac-
counted for almost 60% of the mortal-
ity gap between homeless adults and 
the general population.4

In accordance with findings in the 
general population, there also is a 
strong association between psychiatric 
disorders and suicide in homeless pop-
ulations. The prevalence of suicidal 
ideation and suicide attempts is ex-
tremely high in mentally ill homeless 
persons. In a large sample of homeless 
adults with serious mental illness, al-
most 8% reported a suicide attempt 

within the previous 30 days.5 The high-
est rates of suicidal ideation and sui-
cide attempts were in the group aged 
30 to 39 years, in contrast to the gener-
al population with peaks of suicidality 
in young adults and the elderly.

Challenges in accessing 
psychiatric care
General guidelines were created for 
primary care physicians working 
with the homeless in the US in 2004, 
and in 2018 the Street Medicine In-
stitute began publishing international 
clinical guidelines targeting the pri-
mary care needs of specifically 
street-dwelling homeless individu-
als.6,7 Unfortunately, similar guide-
lines for psychiatrists working with 
the street-homeless population are 
still lacking.

When thinking about challenges 
to accessing care, it is critical to un-
derstand the heterogeneous nature of 
homelessness. The structures of sup-
port and oppression for each individ-
ual may vary significantly based on 

the surrounding community and re-
sources.

Fundamental basic needs. A qualitative 
study highlighted the basic human 
needs that often take priority over 
seeking psychiatric care.8 Access to 
adequate nutrition, water, shelter, and 
protection from the elements are the 
reality homeless individuals encoun-
ter daily, and these issues take priority 
over psychiatric needs, which are of-
ten not addressed until a crisis occurs.

The effects of illness. Having mental 
health care needs itself may be a bar-
rier to accessing psychiatric care. 
Motivation to make and attend ap-
pointments may be low if an individ-
ual is suffering from depression, 
amotivation, anhedonia, anxiety, 
paranoia, hypervigilance, history of 
trauma, substance use, or negative 
past experiences with the health care 
system related to mental illness. 
Moreover, homeless people may have 
experienced greater trauma, have 

SIGNIFICANCE FOR PRACTICING PSYCHIATRISTS
 ◗ Homelessness is often associated with complex medical and psychosocial issues, 
and there are important determinants of health to consider.

 ◗ Various innovative, interdisciplinary models of care have been developed to address 
the comprehensive needs of homeless populations.

Figure. Clinical profile of discharges for homeless patients at hospital-affiliated emergency departments

Data include all treat-and-release discharges from hospital-affiliated emergency departments during 2008 in Arizona, Florida, Georgia, Massachusetts, Missouri, New York, and Wisconsin. 
Source: Healthcare Cost and Utilization Project (HCUP) Statistical Briefs
Rockville (MD): Agency for Healthcare Research and Quality (US); 2006 Feb-.
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traumatic brain injuries, and cogni-
tive impairment—all of which may 
affect interactions with the health 
care system and health literacy.

Similarly, comorbid medical ill-
ness may be a barrier, as these needs 
may take priority over psychiatric 
care. Many homeless people have 
medical issues such as diabetes, hy-

pertension, tuberculosis, and isch-
emic heart disease. These needs often 
necessitate resources such as inten-
sive case management and assertive 
outreach to maintain treatment. 

Transportation. Homeless individuals 
often lack adequate transportation; 
consequently they are unable to do 

the necessary tasks involved in 
care—getting laboratory work com-
pleted, picking up medications, and 
getting to mental health appoint-
ments. Public transportation may not 
always be a solution, as it often re-
quires multiple transfers, can be un-
reliable and, in some areas, may be 
limited or may not exist. Most sig-

nificantly, homeless individuals may 
lack the resources to pay for fares. 

Cost of care. For persons who are 
homeless, small expenses can be a 
significant barrier to accessing men-
tal health care. Moreover, they may 
not be cognizant of resources avail-
able to them through Medicaid or the 

Table 2. Solutions to addressing barriers to mental health care 
in homeless populations: special issues

Addressing special populations

Concomitant substance use and mental health care needs

      Addresses comorbid substance use; ranges from abstinence to harm 
reduction; harm reduction models include contingency management and 
supervised injection centers

Women

      Screen for/address housing instability, given that it may be an issue in 
intimate partner violence 

Families

      Weekly health screening teams educate about prevention, nutrition, 
wellness, and screen for mental health conditions

Children

      Refer to services that address developmental issues; encourage routine 
wellness and prevention standards (eg, well-child visits, immunizations, 
screening for lead-poisoning)

Communication barriers

Technology/location

      Smart-phones-based interventions may improve health care delivery; 
mobile apps can increase access to case management and crisis 
interventions 

      Ascertain schedules for certain days to plan future visits (eg, soup 
kitchens, train stations, libraries)

Language barriers

      Improve accessibility of language services when applicable

Health literacy

      Providing a non-judgmental atmosphere; use multiple means of delivering 
information

Continuity of care and coordinating care efforts

      Operate in a coordinated, collaborative, and supportive manner 

Distrust of the health care system and stigma surrounding 
mental health care

Non-judgmental, patient-centered approach

      Shared decision-making and sustained continuity of care lead to trust 
and alliance 

Staff training

      Ongoing training is essential

Policy solutions

Housing (eg, supported housing and transitional housing)

      Provide a continuum of options 

Affordable housing models

      Provide safe and affordable low-income housing to stop the 
homelessness trajectory 

Improved medical education

      Exposure and inclusion in medical school curriculum may result in 
attitudinal shifts toward homeless population

H-PACT, homeless patient aligned care teams; ACT, assertive community treatment.

Table 1. Solutions to addressing barriers to mental health care 
in homeless populations: care options

Models of care

Street psychiatry
      Providing care directly to homeless individuals through outreach and 

mobile services on the streets; brings services directly to the patient

Collaborative, integrated mental health care in primary care settings
      Evidence-based systematic approach in which behavioral health 

providers deliver treatment in primary care settings; patients may be 
accepting when paired with medical care

Veterans Administration Homeless Models (H-PACT)
      Clinics with multidisciplinary staff providing a large range of integrated 

services (eg, family support, housing, income)

      This model reduces emergency department use and hospitalizations10

       Five key tenants: 
1. Open access to care, flexible scheduling/walk-in options, with     
    outreach in shelters, on the street, or in community locations;  
2. Integrated mental health care with primary care (either in the same  
    location or in close proximity);  
3. Continuous health care management partnered with local community  
    organizations; 
4. Continuous staff training; 
5. Accountable data-driven processes 

Supported employment programs
      Emphasize rapid access to jobs while providing supportive services

ACT teams
      Provide intensive community support using case management and 

outreach (using a shared caseload model); ACT may reduce psychiatric 
symptoms and improve overall housing outcomes

Intensive case management
      Provide access to/coordination of medical and psychosocial services; 

includes assessment, planning, connection to services, and ongoing 
monitoring; can reduce hospital use when paired with supported housing;  
when paired with coordinated services, can reduce substance use

Team-based approaches

Multidisciplinary approach
      Includes case managers, social workers, housing specialists, 

employment specialists, peer support specialists, medical and psychiatric 
providers; social workers ensure equitable access to services, assist with 
trauma-informed services and other resources

Patient navigators
      Assist with scheduling/appointments/care plans; identify needs and 

barriers to the treatment plan; provide emotional support; build trust to 
overcome stigma; assist with patient education; increase patient’s ability 
to self-manage

Housing and rehabilitation services 
      Are familiar with specialized housing options for those with severe mental 

illness, concomitant substance use, or other special populations

Recovery and holistic trauma-informed approaches

Recovery model
      Meets patients on their own turf and works to provide personalized, 

patient-centered care 

Holistic and trauma-informed patient approach
      Provides basic human needs such as socks, a blanket, or food; focuses 

on the whole patient; trauma-informed care 
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Schizophrenia and bipolar disor-
der are among the most serious psy-
chiatric disorders and play a dispro-
portionate role among individuals 
who end up homeless, incarcerated, 
and who commit suicide. The cost 
of schizophrenia alone in the US 
was estimated to be $155.7 billion, 
based on a 2013 study.1 Traditional-
ly, the pharmaceutical industry and 
NIMH have been the main develop-
ers of new psychiatric drugs. In re-
cent years, the former has reduced 
its efforts to develop such drugs, at 
least in part because of the failure of 
genetic research to identify new tar-
gets for new drug development. 
Given the semi-withdrawal of the 
pharmaceutical industry, it would 
seem reasonable to expect the 
NIMH to increase, rather than de-
crease, its efforts.

A big part of the problem is the 
NIMH policy of requiring the iden-
tification of specific biological tar-
gets in the brain for treatment trials. 
This has been widely interpreted to 
mean that the NIMH is not really 
interested in supporting clinical tri-
als at this time. Indeed, the NIMH 
has been widely criticized for fo-
cusing exclusively on basic brain 
research rather than clinical re-
search that could help people cur-
rently affected by diseases such as 
schizophrenia and bipolar disorder. 
For example, in 2016, 20 current 
and former members of the NIMH 
National Advisory Mental Health 
Council published an editorial in 
the British Journal of Psychiatry 
criticizing the NIMH’s overempha-
sis on basic research.2 Joshua Gor-
don, MD, PhD, the current NIMH 
director, has “acknowledged that 
neither genetic research nor the 
study of complex circuits was like-
ly to produce new treatments any-
time soon.”3

In fact, genetic findings relating 
to the immune system have been 
among the strongest genetic find-
ings to date, and there is substantial 
genetic overlap between serious 
psychiatric disorders and a range of 
autoimmune diseases.4,5 Findings 
from small studies indicating that 
immune modulatory drugs have 
promise for the treatment of schizo-
phrenia and bipolar disorder should 
be followed with larger scale stud-
ies.6 In addition, there are neu-
ro-hormones such as estrogen that 

are promising as well as probiotics 
and other agents to modulate the 
microbiome and gut-brain axis.7,8 
Given the fact that the last new psy-
chiatric drug for psychosis was 
clozapine, which was approved 30 
years ago, the time is long past due 
when the NIMH should undertake 
an aggressive search for better 
drugs. And now it has $2 billion in 
taxpayer funds to do so.

Dr Torrey is Founder of the 
Treatment Advocacy Center and 
Associate Director for Research at 
the Stanley Medical Research 
Institute; Dr Yolken is Theodore 
and Vada Stanley Distinguished 
Professor of Neurovirology in 
Pediatrics, Johns Hopkins University 
Medical School, Baltimore, MD. The 
opinions expressed here are those 
of the authors and do not necessar-
ily reflect the opinions of Psychiatric 
Times.
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Communication. Although some home-
less adults and youth have access to 
cell phones, there is higher turnover 
of both phones and phone numbers, 
which can pose a barrier to consistent 
communication. Keeping a cell 
phone charged is a challenge for 
those without reliable access to elec-
tricity. Similarly, with lower internet 
use, homeless people are likely to 
have less access to important infor-
mation, including care and resources. 
Language barriers may also affect 
access to care, particularly in limited 
resource settings.

Stigma and vulnerability. Stigma and dis-
crimination continue against homeless 
individuals who also have mental 
health conditions. Setting health care 
goals may feel unattainable when 
pressing issues like basic survival are 
more salient. Homeless people with 
mental illness are also highly vulnera-
ble to violence, with a reported life-
time incidence of 74% to 87% of vio-
lence being perpetrated against them.9 
Psychiatric care may include pre-
scribed psychotropics that affect alert-
ness and pose a danger for someone 
who is at increased risk for victimiza-
tion and violence. Furthermore, those 
who have a history with the legal sys-
tem, reintegrating into society, parole, 
or strained finances may further im-
pact their ability to acquire care.

Solutions
Briefly, solutions to the problem of 
homelessness include finding and 
implementing innovative models of 
care such as street psychiatry, inte-
grated primary care, and mental 
health care models; Veterans Admin-
istration Homeless Models (Home-
less Patient Aligned Care Teams 
H-PACT); and utilizing allies in the 
housing and rehabilitation services 
domains to find specialized housing 
opportunities. Taking a team-based 
approach is essential, as the mental 
health care needs of homeless people 
are often complex and include many 
aspects of the social determinants of 
health. Multidisciplinary teams often 
include case managers, social work-
ers, housing specialists, and voca-
tional specialists. Medical students 
can also play an integral part in pro-
viding mental health care for home-
less persons. (For a full and detailed 
list of potential solutions, please see 
Table 1 and Table 2.)

Recovery models and holistic, pa-
tient-centered, trauma-informed care 
are important as perceived discrimi-
nation, stigma, and distrust may be 

present. Communication barriers 
must also be addressed. This includes 
the advance development of plans re-
garding communications and finding 
creative ways to address potential 
barriers. Solutions should be tailored 
to fit the individual needs of the pa-
tient, including special needs that 
may occur around patients with dual 
diagnoses, women, families, and chil-
dren. Although beyond the scope of 
this article, effective public policy can 
play a role in reducing homelessness.

Conclusion
Mental health conditions are highly 
prevalent in homeless populations. 
Although homeless individuals have 
higher mortality related to many 
causes, access to care is poorer than 
that for the general population. Fur-
ther research and advocacy are need-
ed to address the obstacles that 
homeless individuals encounter in 
accessing mental health care.

Dr Balasuriya is a Medical Resident 
and Dr Buelt is an Instructor, 
Department of Psychiatry, Yale 
University School of Medicine, New 
Haven, CT; Dr Tsai is Campus Dean 
and Professor, School of Public Health, 
University of Texas Health Science 
Center, Houston, TX. The authors re-
port no conflicts of interest concern-
ing the subject matter of this article.
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» Elliott B. Martin Jr, MD

B ack in July 2015, I wrote an article for Psychiatric Times 
titled “Managing Ebola: The Archaeology of a Disease” at 
the early stages of the burgeoning Ebola outbreak. I quot-

ed Dr Adrian Hill, director of the Jenner Institute on vaccine 
research at Oxford: “We know there will be more outbreaks . . . 
Many viruses are lurking, and then there are going to be new 
viruses.”1,2 Here we are, only 5 years later, in the face of a pan-
demic, literally tracing the archaeology of a new disease. 

As across the country, COVID-19 has become the primary fo-
cus of hospitals in my geographic region (the greater Boston area). 
At time of this writing, we have not yet been overwhelmed, but 
cases are growing. The psychological warfare waged by this virus 
has been overwhelming, both for patients and for health care pro-
viders. Patients are afraid of contracting and transmitting the virus. 
But health care workers, especially those used to a degree of pre-
dictability, seem to be susceptible to the stress of uncertainty and 
loss of control engendered by the COVID-19 pandemic.

Since the declaration of the pandemic, we have had several 
cases in our emergency department (ED) of what I have referred 
to as corona psychosis; 3 of which are presented here. 

CASE VIGNETTE 1

“Dr Smith” is in her 40s; she is a practicing physician and adminis-
trator at a medical center. She was brought unwillingly to the ED by 
her husband. She had no prior documented psychiatric history and 
no significant medical history. She was almost 2 years out of the 
postpartum period. She did not drink alcohol or use other psychoac-
tive substances. Her husband learned of staff concerns that she was 
becoming increasingly irrational and erratic at work, corresponding 
to the dramatic increase in media coverage of the coronavirus.

Upon psychiatric evaluation, Dr Smith’s speech was pressured 
and she was paranoid. Despite being asymptomatic, she convinced 
staff at another hospital to test her for the virus; the test came back 
negative. Dr Smith then became belligerently mistrustful of “the sys-
tem,” refusing to believe she did not have the virus. Dr Smith be-
came convinced that not only was she infected, but her family was 
infected as well. She believed that the Center for Disease Control had 
specifically targeted her and her family, transmitting the disease 
surreptitiously by means of drones while they slept. 

As a result, Dr Smith had not slept for 3 days. She denied any hal-
lucinations; she maintained good behavioral control throughout the 
exam, but she clearly was delusional. When asked about her plans, she 
stated only she “would monitor the situation.” When asked why she 
returned to work if she believed she was infected, she said, “I have to 
find the cure.” Although we encouraged her to admit herself to the 
psychiatric unit, she refused. She responded well to lorazepam in the 
ED, and her husband, also a medical professional, insisted on taking 
her home. Dr Smith did not meet criteria for involuntary commitment, 
and she was discharged. 

Brief Psychotic Disorder Triggered 
by Fear of Coronavirus?

CASE VIGNETTE 2

“Ms Rogers” is a nurse in her mid-40s. Mar-
ried with teenage children, she had a history of 
depression and anxiety, as well as some con-
cerns for a possible alcohol use disorder. She 
had no documented history of psychotic 
symptoms. She self-presented, complaining of 
worsening depression since the expanded 
media coronavirus coverage. Ms Rogers noted 
she was feeling quite hopeless and suicidal. 

Ms Rogers wrote a detailed suicide note 
to her husband, making it clear that she 
“was already in the process” of committing 
suicide. She explained, both in her note and 
to us, that she had infected herself with 
coronavirus with the intent of dying. She 
tested negative for the virus at an outside 
hospital. When asked how she had infected 
herself, Ms Rogers explained that she “went 
24 hours without washing her hands.” She 
was not intoxicated, and there was no evi-
dence of withdrawal. 

Although she was convinced that she 
would die within 2 weeks, Ms Rogers agreed 
to a voluntary admission to the psychiatric 
unit. She responded well to low-dose loraz-
epam in the ED. Her symptoms are currently 
being treated with a combination of an anti-
psychotic and an antidepressant medication.

Discussion
Although this is a small series of patients from a single community hospital, I anticipate as this 
crisis unfolds—and as people are more socially isolated—there will be an increase in these brief 
psychotic reactions. Based on these cases, anxiety (and perhaps depression) may be a contributing 
factor, the more acute symptoms responding (at least temporarily) well to lorazepam. 

What is otherwise striking is the commonality of all 3 patients working in hospitals at 
the frontline of the current crisis. I am concerned about the toll this crisis is taking on those 
in the trenches. There have been many subtle signs of stress vulnerability in providers, in-
creasingly outward signs of a more generalized helplessness at the loss of control. 

The anxiety is growing more palpable—both for patients and health care professionals—
and I would urge everyone involved in these efforts to seek and to provide ongoing support 
for you and your teammates. As psychiatrists, we need to be attuned to colleagues as this 
drama unfolds. Like all crises, this too will end, and hopefully, these and other “corona psy-
chosis” cases and anxiety will resolve.

The cases discussed here are composites and not meant to identify any one person—Ed.

Dr Martin is Director of Medical Psychiatry at the Newton-Wellesley Hospital in Newton, MA, 
and a Clinical Assistant Professor of Psychiatry at Tufts University School of Medicine in Boston.
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CASE VIGNETTE 3

“Ms Greene” presented while still working her 
shift as a hospital custodian. She was in her 
40s,  and married with grown children. Ms 
Greene worked on the hospital housekeeping 
staff for many years without incident. She had 
a long history of intermittent anxiety treated 
well by her primary care physician with mini-
mal use of as-needed alprazolam. 

Ms Greene was cleaning a patient’s room on 
the psychiatric unit when a nurse entered the 
next room, gowned, gloved, and masked, to 
perform a routine influenza/RSV swab on a dif-
ferent patient. Upon witnessing this, Ms Greene 
became convinced that she had contracted 
coronavirus. She became quite agitated, start-
ed pulling at her hair and shouting nonsensi-
cally in her native language. She could not be 
calmed down verbally, and she had to be es-
corted to the ED by hospital security. 

Upon examination, there was no indication 
that Ms Greene was at increased risk of corona-
virus; and she was asymptomatic. Due to De-
partment of Public Health guidelines, therefore, 
she was not tested for coronavirus. She par-
tially responded to lorazepam, but she remained 
delusional that she was “infected.” Family 
members took her home. Ms. Greene has been 
on medical leave since then.
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» Ronald W. Pies, MD

I n our profession, the term psyche 
is usually defined as “mind,” but 
the term’s history and etymology 

are more complex. The ancient Greek 
term psykhē had a range of meanings, 
including mind, spirit, or soul. It is 
this last meaning that I want to ex-
plore in relation to the frightening 
pandemic we are now encountering. 

A good deal has already been 
written regarding the possible psy-
chiatric complications of the COV-
ID-19 pandemic. For example, Drs 
Nidal Moukaddam and Asim Shah 
have rightly noted that:

On an individual level, [the 
pandemic] may differentially 
exacerbate anxiety and psy-
chosis-like symptoms as well 
as lead to non-specific mental 
issues (eg, mood problems, 
sleep issues, phobia-like be-
haviors, panic-like symptoms).1

Less has been said regarding what 
I would call “the care of the soul” in 
the midst of this pandemic. I borrow 
the phrase from the classic work Care 
of the Soul (1992), by the psychother-
apist and former Catholic monk 
Thomas Moore. Moore was heavily 
influenced by proponents of arche-
typal psychology, such as Carl Jung 
and James Hillman. Moore admits 
that defining the term soul is nearly 
impossible but tells us that it “…has 
to do with depth, value, relatedness, 
heart and personal substance.”2 In any 
case, Moore points out that when we 
discuss “the soul,” we are entering the 
realm of the sacred.

Moore sees “the great malady” of 
our age as “loss of soul”—a sweep-
ing topic for another time. For now, I 
would like to suggest that—beyond 
unsettling our minds—the current 
pandemic also unsettles our souls in 
ways we are just beginning to under-

stand. Just as the COVID-19 virus 
attacks the respiratory tract, the pan-
demic itself can assault the soul. 

Here I identify 5 manifestations: 
impotence, grief, loneliness, mistrust 
and displacement. After exploring 
these manifestations, I will suggest 
some ways by which we might care 
for our souls during these perilous 
times.

The 5-fold assault on the 
soul
Impotence. There are few states of the 
soul more difficult to bear than the 
feeling of powerlessness. This was 
painfully brought home by a woman 
in a small Italian town, whose hus-
band, age 85, had just died from the 
coronavirus. Five days later, his body 
still lay in a coffin, as the local cem-
etery was closed and traditional fu-
neral services were prohibited 
throughout the country. The man’s 
wife of 50 years struggled to explain 
her feelings. “It’s not anger,” she 
said. “It’s impotence in the face of 
this virus.”3

Grief. Grief and its attendant rituals of 
mourning are expected and healthy 
adaptations to loss, as Cynthia Gep-
pert, MD, MA, MPH, MSBE, DPS, 

and I discuss in the context of pastoral 
care. Grief differs substantially from 
major depressive disorder, although 
the two conditions may co-occur.4  
Thus, it is perfectly understandable 
that those who have lost loved ones to 
the COVID-19 pandemic will feel 
deep and consuming grief.

But this pandemic may evoke 
grief on more levels than we are used 
to in our everyday life. For some, this 
multi-pronged attack may over-
whelm our usual, adaptive mecha-
nisms for handling grief. Writing in 
The New York Times, Michelle Gold-
berg put it this way: “There is a lot to 
mourn right now. Many…are mourn-
ing dead loved ones. People are 
mourning lost jobs, lost savings, lost 
security. Senior citizens in locked 
down nursing homes are mourning 
the loss of visitors. I’m lucky. I’m 
just mourning the city…So many of 
the pleasures and conveniences [of 
city life] have disappeared.”5 And, on 
a deeper level, I suspect that many of 
us are grieving the loss of what we 
imagined were our relatively safe, 
stable, and protected lives. 

Loneliness. There is a cruel, soul-
crushing paradox at work in this pan-
demic, as Frank Bruni observed. We 

are dealing with “…a psychological 
contradiction and emotional oxymo-
ron that are peculiar to a pandemic. 
At the very moment when many of us 
hunger most for the reassurance of 
company and the solace of commu-
nity, we’re hustled into isolation.”6 
For those without family, friends, or 
a supportive community, the ensuing 
sense of loneliness—sometimes ac-
companied by feelings of abandon-
ment—can be overwhelming. Al-
though social connections via the 
internet are often helpful, they are no 
substitute for the embrace of a friend 
or loved one. 

Mistrust. Drs Moukaddam and Shah 
identified one type of mistrust 
that can arise during infectious 
pandemics:

…a lack of trust in medical 
treatment and advances… 
During infectious pandemics, 
medical mistrust has been 
linked to conspiracy theories. 
In one US study, up to half of 
those surveyed endorsed be-
lief in at least one health-re-
lated conspiracy theory.1

Furthermore, during pandemics, 
there is a strong tendency to scape-
goat “the Other”—the stranger, the 
foreigner, the outcast. In this regard, 
we should recall that during the 
Black Death—the bubonic plague 
that killed one-third of the European 
population in the fourteenth centu-
ry—Jews were maliciously blamed 
for spreading the plague by poison-
ing the wells.7

Let’s recall that the first stage of 
Erikson’s theory of psychosocial de-
velopment is called “Trust vs Mis-
trust.”8  We may reasonably surmise 
that individuals who did not success-
fully negotiate this crucial stage will 
be especially vulnerable to strong 
feelings of mistrust during the present 
pandemic—but on some level, these 
feelings may affect most of us. (And, 
yes—there are sound reasons to be 
mistrustful in certain instances, eg, 
when dealing with scams aimed at ex-
ploiting others during the pandemic).9

During the present pandemic, the 
mistrust that can afflict the soul may 
prove broader, deeper, and more in-

Care of the Soul in
the Time of COVID-19
“The reward of suffering is experience.” —President Harry S. Truman
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sidious than in ordinary times. It is the 
kind of mistrust that can spread, pan-
demic-like, over the whole of life. The 
vulnerable person may wonder: How 
can I trust that I will have enough food 
for the next few months? Or that I will 
be able to get medical care if I get sick? 
How can I trust the person next to me, 
who may be carrying and spreading 
the virus? How can I trust myself, 
since I might unknowingly infect my 
children or spouse? How can I trust 
that the world is a safe place? Or that I 
still have control over my life?”

Displacement. I am referring not to the 
defense mechanism of displace-
ment—eg, kicking the candy machine 
instead of the abusive boss—but to 
displacement in the existential sense; 
that is, losing one’s customary and 
valued position, role, or status in life. 
In the COVID-19 pandemic, thou-
sands of people are being displaced 
from their usual jobs and accustomed 
roles. The teacher may be bereft of 
students and class; the minister bereft 
of congregation. The nurse or physi-
cian infected with the coronavirus and 
quarantined is suddenly deprived of 
liberty, power, control, and the im-
mense privilege of caring for others. 
Suddenly, the doctor is a patient: vul-
nerable, passive, and sometimes pow-
erless. Citing the pervasive uncertain-
ty attendant to the pandemic, Joshua 
Gordon, MD, PhD—Director of the 
National Institute of Mental Health 
(NIMH)—referred to the need to 
“find your place in the world.”10 I sus-
pect Dr Gordon may have had in mind 
the kind of existential displacement 
that I am describing. 

Healing the soul in the time 
of COVID-19
There is no one size fits all formula for 
healing the soul. Each of us will need 
to find the unique path that leads us 
from grief or despair to healing. In 
general, we can describe approaches 

to soul-healing as either cognitive or 
non-cognitive—some might say me-
ta-cognitive—in nature. For many 
people coping with the five-fold prob-
lems previously described, a cognitive 
approach may be useful. For example, 
Rational Emotive Behavioral Therapy 
(REBT)—developed by psychologist 
Albert Ellis, PhD—emphasizes the 
identification of irrational fears and 
catastrophizing thoughts.11 Similarly, 
the ancient philosophy of Stoicism 
tends to emphasize cognitive and be-
havioral approaches to restoring emo-
tional equanimity.12

But, as Thomas Moore points out, 
the soul is not grounded primarily in 
reason and logic; rather, “…it per-
suades more with desire than with 
reasonableness.”2 This suggests that 
healing the soul, for many people, 
may best be achieved through non-
cognitive strategies. Thus, some may 
find comfort in one or more of the 
world’s great religious and spiritual 
traditions. For example, in Judaism 
and Buddhism (and Stoicism), great 
emphasis is placed on gratitude as a 
means of dealing with misfortune.13 

This may seem far-fetched in the 
present context: how can anyone ex-
perience gratitude in the midst of a 
deadly pandemic? And yet, in my 
own experience, it is precisely my 
gratitude during trying times that has 
allowed me to reduce my stress and 
anxiety. Each of us will find different 
things in our lives for which we feel 
gratitude; for example, during this 
pandemic, I am grateful for my 
friends, my family, and for the heroic 
efforts of my over-worked medical 
colleagues. The power of gratitude is 
nicely summed up in this saying, of-
ten attributed (perhaps erroneously) 
to the Buddha:

Let us rise up and be thank-
ful, for if we didn’t learn a lot 
at least we learned a little, 
and if we didn’t learn a little, 

at least we didn’t get sick, 
and if we got sick, at least we 
didn’t die; so, let us all be 
thankful. 14

For those who do not embrace a spe-
cific religious or spiritual orienta-
tion, “care of the soul” may involve 
the therapeutic use of music, poetry, 
or literature. (The term soul music 
did not arise out of the blue; rather, it 
evolved from the African American 
church music called gospel music. 15) 
In his 2004 book Dark Nights of the 
Soul, Thomas Moore describes how, 
when we are feeling melancholic, 
the best strategy may involve “…go-
ing with the darkness, rather than 
fighting it”—an approach Moore 
calls homeopathy. He gives the ex-
ample of listening to Samuel Bar-
ber’s “Adagio for Strings,” which 
“…speaks directly to the melanchol-
ic emotions and depicts the dynam-
ics of grief and sadness.”16

Similarly, poetry of the right tone 
and content can be a great comfort to 
the wounded soul. When I was a psy-
chiatric resident working on the inpa-
tient unit, I led a very unusual therapy 
group. Patients were encouraged to 
bring in poetry—whether their own or 
that of others—and read it to the 
group. A psychiatric nurse and I en-
couraged discussion of the feelings, 
images, and memories the poems 
would almost invariably evoke. We 
often selected poems that resonated 
with themes of loss, longing, loneli-
ness, and love—the Four Ls. But we 
were careful to avoid poems that, in 
the words of Jack Leedy, MD, “…of-
fer no hope, or that might increase the 
depth of the [patient’s] depression…”17

Concluding thoughts
Nobody would ever suggest that the 
present pandemic is a good thing. To 
the sickness and suffering and dislo-
cation it has caused, we may justly 
say, “Begone—now!” To the scien-
tists working around the clock to de-
velop a vaccine, we should say, “God-
speed!” And yet, we may learn 
important things from this ordeal—
and not just in the critical fields of vi-
rology and epidemiology. For there is 
a sense in which our souls may grow 
stronger, wiser, and deeper, through 
this terrible trial. As Rabbi Manis 

Friedman has observed, sometimes it 
is a good thing “to be reminded that 
we have not mastered the universe.”18  

Dr Pies is Professor in the psychiatry 
departments of SUNY Upstate Medical 
University, Syracuse, NY, and Tufts 
University School of Medicine, Boston. 
He is Editor in Chief Emeritus of 
Psychiatric Times (2007 to 2010).
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Thomas Moore points out, the soul is not 
grounded primarily in reason and logic; 

rather, “. . . it persuades more with
 desire than with reasonableness.”
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Special Issues for Patients 
With SUDs Undergoing Surgery
Advantages of Simultaneous Administration 
of Buprenorphine With Opioids
» Gregory Alexander Acampora, MD

Given the mortality and morbidity burden of 
opioid use disorder, strategies to prevent fur-
ther addiction are key goals among public 

health officials and clinicians. Nonetheless, there 
continue to be circumstances in which patients need 
adequate acute pain control. The perioperative phase 
is a vulnerable time for patients with opioid use dis-
orders, but there is very little research on managing 
post-operative pain in these patients. 

Meanwhile, the Substance Abuse and Mental 
Health Services Administration has made medica-
tion-assisted treatment (MAT) a priority to address 
the opioid problem. Emphasis was placed on bu-
prenorphine as a novel office-based MAT with the 
introduction of the Suboxone, a combination bu-
prenorphine/naloxone sublingual product available 
in a 4/1mg ratio.

Buprenorphine’s background
Early records indicate the sap from Papaver som-
niferum (opium poppy) was used for both analge-
sic and euphoric effects.1 The poppy plant accu-
mulates several benzylisoquinoline alkaloids 
including morphine, codeine, and thebaine. The-
baine is the raw material for hydrocodone, hydro-
morphone, oxycodone, and other semisynthetic 
opiates.  

To separate analgesia from euphoria, synthetic 
opioids were created. Unfortunately, with more an-
algesic potency also came increased abuse poten-
tial. In 1966, buprenorphine was synthesized; it 
included a cyclic propyl group which yields an-
tagonistic effects, hence its agonist-antagonist 
properties.2 It seemed the long sought-after safe 
potent oral analgesic had been found.      

Instead of achieving stardom as a pain reliever, 
buprenorphine became tasked for MAT because of 
its unique actions. Buprenorphine is a mu-opioid 
receptor partial agonist with properties that can pro-
vide long-lasting craving and withdrawal suppres-
sion. It has the added benefit of partial blockade of 
the effects of mu-opioid receptor full agonists such 
as heroin, oxycodone, and fentanyl.  A ceiling effect 
on respiratory depression adds to the protective 
quality of this drug. It ultimately garnered attention 

with Suboxone’s approval in 2002 for detoxifica-
tion and long-term maintenance therapy in opioid 
dependency.  

Historically, the predicted results of mixing 
agents with agonist effects of varied potency at the 
mu-opioid receptor were based on an understand-
ing of in-vitro binding affinities.3 With a more so-
phisticated understanding of the pharmacokinetic 
and pharmacodynamics interactions of buprenor-
phine, clinicians can now use this medication 
knowing that all mu-receptor active agents interact 
competitively, regardless if they are full or partial 
agonists.4

When patients on buprenorphine require an inter-
ventional procedure that often results in acute pain, 
the question arises: How do we treat this patient? 

Solving the perioperative strategy for a patient 
receiving psychopharmacology for opioid use disor-
der (specifically a buprenorphine product), must en-
compass provision for adequate analgesia while pro-
tecting the patient from a relapse. This is especially 
true in the face of the current opioid crisis, with in-
creased risk of death risk from a single exposure to 
adulterated illicit high potency synthetic opioids.  

Clinicians and patients historically have been 
skeptical about using buprenorphine products in 
time-proximity to mu-opioid receptor full agonists; 
there are concerns about precipitated withdrawal 
and hindered analgesia.  Given the high mu-recep-
tor affinity of buprenorphine, providers of periop-
erative care have been worried about inadequate or 
complicated analgesia management. Fortunately, a 

more sophisticated understanding of buprenorphine 
that accounts for specific dose-timing proves that 
the simultaneous administration of buprenorphine 
with mu-opioid receptor full agonists is not only 
possible, it can produce advantages.

Developing a treatment protocol 
Developing an evidence-based strategy to satisfy the 
conflicting priority of peri-proceduralists and addic-
tion specialists during perioperative care of such 
patients required a review of extant literature to pro-
pose a consensus guideline.  The goal was to create 
a simple yet sound protocol allowing for coopera-
tion and communication between stakeholders.

Extant clinical data provided examples of co-
administration of buprenorphine and full mu ago-
nist opioids), and evidence of success was found 
(mostly in obstetrics literature).5 There were other 
reports with less than ideal outcomes, but these did 
not represent a persuasive pattern.  Similarly, there 
was limited data for mixing buprenorphine and full 
mu agonist opioids in large-scale surgeries (eg, tho-
racic, abdominal and orthopedic).  Preclinical data 
suggested that buprenorphine exerted overriding 
antagonistic effects on full mu agonist opioids at 
high doses, but it yielded additive analgesia with 
full mu agonist opioids when used at lower doses.6

Interestingly, buprenorphine’s efficacy at low doses 
was similar to higher potency full mu agonist opi-
oids. The dose of buprenorphine to optimize anal-
gesia seemed to be in the 3-4 mg range.7 Unfortu-
nately, data on subjective craving or threshold for 

Figure. Buprenorphine dose/time model

Reprinted with permission from Greenwald et al8
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risk of relapse was lacking.  
In a series of elegant experiments, Greenwald et 

al. used carbon 11-tagged carfentanil positron emis-
sion tomography imaging (11C-cPET) of μ opioid 
receptor (μOR) occupancy to study availability in 
subcortical brain substructures of patients with her-
oin use disorder on varying doses of buprenorphine.8 
The authors concluded that craving reduction occurs 
in the 50% μOR occupancy range, which correlates 
to a 2-4mg buprenorphine dose range.  Notably, in a 
reverse effect arm using 11C-cPET, 50% of receptors 
became available by 28 hours following the last ex-
posure to a steady state dose of 16 mg buprenor-
phine (Figure).

Using all literature reviewed, and strongly 
guided by the 11C-cPET data [10], a new 
guideline was proposed based on these key 
features: 

   Buprenorphine provides significant analgesia at 
low sublingual doses, ideally 4 mg bid 

   When this dose is used in combination with 
full μagonist opioids, it can produce a 
synergistic analgesic effect 

   Withdrawal symptoms are suppressed with 
μOR availability of 50% to 60%;  μOR 
receptors are clinically available for analgesia 
within 24 hours of buprenorphine cessation in 
doses as high at 16 mg

A clinical guideline was then proposed using 
the following parameters:  

1 For procedures with minimal pain levels, 
continue buprenorphine doses and rely on its 

analgesic potency.   

2 For procedures where moderate to high pain 
is expected (ie, historically require 

perioperative full mu agonist opioids): 
A. Continue buprenorphine through the day 
before surgery; if usual doses are >16mg 
buprenorphine a day, taper to 16 mg the day prior 
to surgery (ideally 8 mg BID).  
B. Use 4mg bid throughout the perioperative 
period.
C. Use full mu agonist opioids as required.  (For 
clinical ease, use readily available buprenorphine or 
buprenorphine/naloxone SL film product of 4 mg.)

Pre-operative and postoperative communication 
amongst those caring for the patient is critical.  

The buprenorphine-MAT provider should be in-
volved to help reach consensus on the management 
plan. Addiction and/or pain consultation services 
should be engaged peri-operatively.  Discharge plan-
ning should identify the patient’s postoperative re-
sources and support.  The hospital teams should con-
tact the patient’s MAT prescriber to transfer 
buprenorphine management course and post-discharge 
plans and responsibilities.  Non-opioid adjuvant pain 
medications should be considered postoperatively and 
post-discharge. 

When buprenorphine is delivered with a careful 
dose/time relationship relative to administration of 
typical opioids, the result will yield the best bal-
ance of analgesia and protection from relapse.  
Specifically, by occupying approximately 50% of 
μOR receptors with buprenorphine, both analgesia 

and relapse prevention are maximized in the set-
ting of an invasive intervention (Figure). More-
over, this strategy accounts for the fact that bu-
prenorphine is a potent stand-alone analgesic in 
low doses.

Patient safety and comfort is the priority of limit-
ing disruption of the pre-operative buprenorphine-
MAT dose and continuing buprenorphine periopera-
tively and postoperatively. By emphasizing 
interdisciplinary communication while satisfying 
specialty clinician priorities, patient care is opti-
mized. This protocol has been implemented at Mas-
sachusetts General Hospital since March 2018.10 

CASE VIGNETTE

“Diane” a resilient 43-year old woman who presented 
with the need for bilateral hip replacement. She had a 
history of attention-deficit hyperactivity disorder; she 
reported she developed opioid substance use disorder 
in her 20s due to the ADHD and her absent father. 
Later, Diane was hospitalized for suicidal ideation and 
was diagnosed with bipolar spectrum disorder (BPSD) 
II. The ADHD and BPSD II were dominating and con-
founded by her substance use disorder.

Diane was stabilized on Suboxone MAT and has a 
stable BPSD regimen using oxcarbazepine.  Diane re-
ported she was nervous about surgery since she ex-
perienced relapse following prior surgeries.  

The aforementioned protocol was accepted by the 
patient as well as her perioperative team from a local 
orthopedic specialty hospital. The Friday before sur-
gery, Diane called and said she was “too scared to go 
through with it.” She was reassured of the successes 
achieved via the protocol, and she ultimately went 
forward with the surgery. 

Post-operatively, Diane called and said she will 
trust the MAT provider “100% from now on for treat-
ment suggestions.” She added, “it was the weirdest 
thing. When they gave me opioids, it helped my pain, 
but I never felt high from it. I never considered using 
throughout or after the surgery.”

Dr Acampora is an instructor in psychiatry at 
Massachusetts General Hospital and fulltime faculty 
at Harvard Medical School. He has no disclosures to 
report. 
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A Question 
of Character
Richard M. Berlin, MD

-at the first performance of Beethoven’s 
9th symphony, Vienna, May 7, 1824

An under-rehearsed opening night orchestra, 

the largest ever assembled, their eyes anchored 

on Maestro Louis Duport who keeps time 

standing off stage, the audience locked on 

Beethoven who owns the spotlight 

even as he falls a few measures behind. 

Newspapers report the composer conducted 

like a madman, crouching, extending 

to full height, throwing himself back and forth, 

hands flailing as if playing every instrument, 

singing for minutes after the music stopped, 

silenced only when contralto Karoline Unger 

turned him to face a hat and handkerchief 

waving crowd for five standing ovations. 

Almost two hundred years later 

I’m on my feet for the symphony’s zillionth 

set of Bravos!, the Ode to Joy a lingering glow, 

and I imagine myself in each debut character—

the expert orchestra member who performs 

his job while history forgets his name; 

Louis Duport, owning responsibility, 

sustaining the symphony’s pulse

the way a doctor conducts a Code Blue;  

and the compassionate Karoline Unger 

nurturing a hearing-impaired old man. 

But I don’t dare imagine myself holding 

Beethoven’s baton, the genius gone mad, 

deaf to criticism, his joy as he conducted, 

all the notes he trusted the orchestra to play 

with the pitch and passion he imagined,

what he felt in the silent clamor of applause. 

Dr Berlin is Instructor in Psychiatry, 
University of Massachusetts Medical School, 
Worcester, MA. ❒ 
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With the emergence of new therapeutic strategies, we 
now have more options for improving the quality of life 
for people diagnosed with psychiatric disorders. As the 
fi eld continues to progress it is important for you and your 
colleagues to understand the current clinical data and best 
practices when caring for your patients.

The Annual Psychiatric Times® World CME Conference™
is an event specifi cally designed to help you apply new 
evidence-based clinical concepts in psychiatry to real-world 
clinical practice. This 3-day meeting will feature expert 
presentations and panel discussions addressing emerging 
psychiatric treatments and newest clinical trial data, 
and best practices for managing challenging psychiatric 
diagnoses including mood disorders, anxiety disorders, 
eating disorders, postpartum depression, substance 
abuse disorders, and more. This experience provides the 
ideal curriculum with a focus on challenging patient case 
scenarios, integrating relevant evidence into real-world 
patient management, and comparing your practices with 
those of experts and peers.

Overview:

Benefi ts of Attending:

  

Thursday, October 15, 2020
12:00 PM Registration and Lunch
Sleep, Migraine, Psycho-Oncology
1:00 PM Interventions for Sleep Disturbances in Psychiatric Disorders
1:15 PM The Interplay of Migraines and Psychiatric Disorders: Treatment Implications
1:30 PM Panel Discussion, Q&A
1:45 PM Clinical Psycho-Oncology: Assessment and Management
2:15 PM Audience Q&A
2:30 PM BREAK
Hot Topics
3:00 PM Cannabis in Psychiatry: Clinical, Legal, and Ethical Issues
3:20 PM The New Role of Psychedelics
3:40 PM Panel Discussion, Q&A
Special Lectures, Giants in Psychiatry
4:00  PM Diagnosing and Treating PTSD
4:30  PM Special Guest Speaker
5:00  PM ADJOURN
5:00  PM Welcome Reception

An Innovative 
3-Day Conference 
Discussing New 

Strategies in Psychiatry

Agenda:

• Learn about emerging treatments for the management of 
psychiatric disorders

• Hear about strategies for early diagnosis and intervention 
to improve outcomes

• Learn about how new therapies work to treat various 
psychiatric conditions

• Get a better understanding of the impact of psychiatric 
disorders for those affected

• Explore future directions for treating psychiatric disorders
• Earn CE credit while interacting with psychiatric experts 

and peers 

Benefi ts of Attending:

• Learn about emerging treatments for the management of 
psychiatric disorders

• Hear about strategies for early diagnosis and intervention 
to improve outcomes

• Learn about how new therapies work to treat various 
psychiatric conditions

• Get a better understanding of the impact of psychiatric 
disorders for those affected

• Explore future directions for treating psychiatric disorders
• Earn CE credit while interacting with psychiatric experts 

and peers 

The future of psychiatry is evidence based

Accreditation/Credit Designation
Physicians’ Education Resource®, LLC, is accredited by the Accreditation Council for Continuing Medical Education 
(ACCME) to provide continuing medical education for physicians.
Physicians’ Education Resource®, LLC designates this live activity for a maximum of 16.5 AMA PRA Category 1 Credits™. 
Physicians should claim only the credit commensurate with the extent of their participation in the activity.
Physicians’ Education Resource®, LLC is approved by the California Board of Registered Nursing, Provider #16669 
for 16.5 Contact Hours.
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Marriott Marquis San Diego Marina
San Diego, CA

  

Friday, October 16, 2020
7:00 AM Registration and Breakfast
8:00 AM Welcome, Introductions, and Presession Questions
Plenary Session: Special eport on Ma or Depressive Disorder
8:10 AM Diagnostic Issues in Mood Disorders
8:35 AM State-of-the-Art Treatment in Major Depressive Disorder
9:00 AM Treatment-Resistant Depression
9:15 AM Treating Major Depressive Disorder: Beyond MAOIs and SSRIs
9:30 AM BREAK
Plenary Session: Special eport on Bipolar Disorder
10:00 AM State-of-the-Art Treatment in Bipolar Disorder
10:30 AM Medical Crossfi re®: Should Bipolar Depression Be Treated With Antidepressants?
10:45 AM Combination Therapy in Bipolar Disorder
11:00 AM Maintenance Therapy in Bipolar Disorder
11:15 AM Postsession Questions
11:20 AM Keynote Lecture
12:00 PM Non-CME Lunch

Breakout Sessions
Specialist Track: Clinical Conundrums and Commentary
1:30 PM Major Depressive Disorder

2:15 PM Bipolar Disorder
Primary Care Track
1:30 PM Treating Major Depressive Disorder in a Primary Care Setting
2:00 PM Treating Anxiety in a Primary Care Setting
2:30 PM Panel Discussion, Audience Q&A
3:00 PM BREAK
Plenary Session: Hot Topics
3:30 PM Presession Questions
3:35 PM Treatment Strategies for Attention-Defi cit/Hyperactivity Disorder
3:50 PM Symptoms, Causes, and Treatment of Binge Eating Disorder
Plenary Session: Special Report on Psychiatry and Women's Health
4:05 PM Practical Psychoneuroendocrinology: How the Brain, Nervous System, and Endocrine 

System Interact
4:25 PM Psychosocial and Psychopharmacological Options for Postpartum Depression
4:40 PM Effective Strategies for Hypoactive Sexual Desire Disorder
4:55 PM Postsession Questions
5:00 PM ADJOURN
5:30 PM RECEPTION

Saturday, Octo er , 
7:00 AM Registration and Breakfast
8:00 AM Welcome, Introductions, and Presession Questions
Plenary Session: Special eport on Su stance A use 
8:10 AM Treatment for Opioid Use Disorder
8:40 AM Medication-Assisted Treatment and Alternative Therapies for Addressing Addiction
9:00 AM Methamphetamine Abuse and Treatment Options
9:20 AM Medical Crossfi re®: Should Benzodiazepines and Opioids Be Used Concurrently?
9:35 AM Audience Q&A
9:45 AM BREAK
Plenary Session: Special Report on Schizophrenia 
10:15 AM Diagnosing Schizophrenia
10:35 AM State-of-the-Art Treatment in Schizophrenia
10:55 AM Long-Acting Injectables for Schizophrenia
11:15AM Postsession Questions
11:20 AM Keynote Lecture
12:00 PM Non-CME Lunch

Breakout Sessions
Specialist Track
1:30 PM Clinical Conundrums and Commentary: Substance Abuse
2:15 PM Clinical Conundrums and Commentary: Schizophrenia
Primary Care Track
1:30 PM Addressing Opioid Use Disorder
2:00 PM Practical Strategies for Addressing Sleep Disorders
2:30 PM Panel Discussion, Audience Q&A
3:00 PM BREAK

ot opics: Overco ing Challenges Associated ith Antipsychotics
3:30 PM Advances in Predicting and Treating Tardive Dyskinesia
3:45 PM Diagnosis and Management of Metabolic Syndrome
Future of Psychiatry
4:00 PM Genetics, Genomics, and Psychiatry: What Do We Know?
4:15 PM Update on Neuroimaging for Psychiatric Disorders
4:30 PM New Pharmacological Targets for Psychiatric Disorders
4:45 PM Advances in Clinical Studies: Implications for Your Practice
5:00 PM ADJOURN

Agenda:

To learn more and to register, visit
gotoper.com/go/ PSY20K T1
To learn more and to register, visit
gotoper.com/go/ PSY20K T1

This event is 
approved for 

16.5 AMA PRA 
Category 1 
Credits™.
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COVID-19: Protecting the Vulnerable  
and Opening the Economy 
» Sheldon H. Preskorn, MD 

W hile the coronavirus disease 
2019 (COVID-19) 1 can infect 
virtually every person in the 

population, based on data from China, 
the US, and Europe, only about 5% 
are susceptible to severe infection re-
quiring admission to an intensive care 
unit (ICU) and/or causing  fatality; this 
vulnerable population is identified by 
medical comorbidity and/or age. 
While 5% may initially seem like a 
small number, it nevertheless repre-
sents potentially 16.5 million people 
given a US population of 330 million. 
That is a tremendous number of peo-
ple requiring ICU admission, potential 
deaths, and can easily overwhelm the 
US health care system, especially in 
hotspots. Nonetheless, it is important 
to consider the data for at-risk popula-
tions as part of mitigation strategies in 
attempts to re-open the country and 
the US economy.

This piece was written with the 
hope of helping psychiatists under-
stand the issues so that they can ex-
plain the complexities of this crisis to 
their patients as well as to share 
thoughts on minimizing the damage 
caused by COVID. It is a personal 
synthesis of the implications of the 
extant literature in the public domain. 

The piece will aim to address 
the following questions:

1 What are the 3 aspects of the 
race to minimize damage?

2 What data are currently available 
and can they inform decisions?

3 How successful are the 
strategies employed to date?

4 Might risk stratification minimize 
the damage: impact of the illness 

and economic damage (which also 
can devastate and cost lives)?

Background
COVID-19 is caused by the severe 
acute respiratory syndrome corona 
virus-2 (SARS CoV-2).2–5 This virus, 
which jumped from an animal species 

(possibly a bat or an anteater) to hu-
mans in China in December 2019, 
causes illness that ranges in severity 
from no symptoms to cold-like symp-
toms to a severe, even fatal, respira-
tory illness.2–5 

COVID-19 is commonly referred 
to as a novel coronavirus because of 
its recent emergence as a human 
pathogen. Due to its novel nature, hu-
mans had little to no immunity when 
it emerged, and data were not avail-
able about the severity of the illness, 
the percentage of the population that 
could be affected, and whether risk 
factors could be identified for its se-
verest forms. The concern was 
heightened by the fact that since 
2002, 2 other novel coronaviruses 
(the SARS-CoV-1 and the Middle 
East respiratory syndrome [MERS] 
viruses) jumped from animals to man 
and caused serious, even highly fatal, 
illnesses. As it turned out, these ear-
lier viruses had much higher fatality 
rates than COVID-19 infections: 
10% for SARS-CoV-1 and 34% for 
MERS versus 2% for COVID-19’s 
SARS-CoV-2  and < 0.1% for sea-
sonal flu.6

It is important to keep a caveat in 
mind for the SARS-CoV-2 death rate. 
It is a general number for the whole 
population, but it varies widely based 
on subpopulations, as it is less than 1% 
in adults who are not of advanced age 
(ie, >85 years) and those without spe-
cific comorbid medical conditions. 
When these 2 groups are excluded, 
most people will have minimal to 
mild-moderate symptoms and will not 
require hospitalization. Thus, the fatal-
ity rate estimates are influenced by at 
least 2 factors: rates will be higher 
based on the percentage of the popula-
tion that has the risk factors of comor-
bid medical illness and/or ≥85 years of 
age (eg, nursing home populations 
versus the general population) and es-
timates may be substantially lower 
once sufficient antibody testing results 
can determine the percentage of the 
population who have been asymptom-
atic or mildly symptomatic and have 

developed an antibody response.
Suffice it to say that COVID-19 

did overwhelm the health care sys-
tem in many countries and some ar-
eas of the US. Since there were no 
scientifically proven effective and 
safe treatments nor a vaccine in the 
earlier phases of this pandemic—and 
that those limitations continue as of 
the writing of this article (April 20th), 
the response has been to try to limit 
the spread of the virus by good hy-
giene practices and social distancing. 
This strategy has included orders to 
shelter in place, quarantining ex-
posed individuals, and isolating in-
fected people. This approach has re-
sulted in the shutdowns of major 
parts of the economy and sudden 
high levels of unemployment, which 
has its own negative consequences.

The 3 components of the 
race 
The 3 components of the race are the 
important pieces needed to address the 
previously noted unknown factors. We 
have needed and continue to need 
more knowledge about: 1 - the nature 
of the disease and its treatment or pre-
vention; 2 - how to best safeguard pub-
lic health and avoid overwhelming the 
health care system; and 3 - how to 
minimize the societal damage caused 
by the substantial disruption of the 
economy. These are 3 quite different 
dilemmas, and they require different 
expertise. To win the race, we need to 
balance risk in these different domains.

The need for knowledge 
The good news is that we have 
learned a lot about the virus and the 
illness over the past 4 to 5 months. 
Within 2 weeks of the discovery of 
COVID-19, researchers at the Na-

tional Institute of Allergy and Infec-
tious Diseases determined how the 
virus enters human cells and, within 
2 months, sites began Phase I trials of 
a potential mechanism-based treat-
ment (remdesivir) and a vaccine 
(mRNA-1273).3 The problem is that 
treatment and vaccine trials histori-
cally take more than a year at the ear-
liest to be successful. So, while these 
2 possibilities are the most likely 
game changers, there will still be loss 
of lives and  negative economic fall-
out. For this reason, there are 692 tri-
als listed on clinicaltrials.gov exam-
ining the potential efficacy and safety 
of different treatments as of April 
20th.7  Most (if not all) of these stud-
ies are examining already marketed 
drugs, because it takes many years to 
develop a completely new molecular 

entity specifically targeted for a giv-
en illness.

Current data and principles 
Much has also been learned about the 
natural history of the COVID-19 ill-
ness. The virus has a high enough 
basic reproduction number (R0) to be 
significantly contagious. The R0 val-
ue refers to the expected number of 
cases directly generated by one case 
in a population where all individuals 
are susceptible to infection, as was 
the case for the world human popula-
tion when this virus became a human 
pathogen. The R0 values for COV-
ID-19 range from 1.4 to 5.7. In com-
parison, the COVID-19 R0 values are 
higher than reported for the 2 earlier 
coronaviruses (ie, SARS-CoV-1 and 
MERS) and higher than that for sea-
sonal strains of influenza (R0 values 
range from 0.9 to 2.1), but are sub-
stantially lower than the R0 values for 

‘Now this is not the end. It is not even the beginning of  
the end. But it is, perhaps, the end of the beginning.’
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measles, one of the most infectious 
of all human viruses (R0 values range 
from 12 to 18).8 

The Ro value can be used to esti-
mate the fraction of the population 
that needs to be immune to the vi-
rus—whether by natural exposure or 
vaccination—to slow or stop the 
spread of the virus among nonim-
mune individuals. This fraction is 
referred to as community (or herd) 
immunity. Due to its very high Ro val-
ues, the threshold for effective com-
munity immunity for measles is 93% 
to 95% of the population being im-
mune to the measles virus. The 
threshold to achieve community im-
munity for COVID-19 is estimated to 
be between 50% and 66%, according 
to Justin Lessler, PhD, associate pro-
fessor of epidemiology at Johns Hop-
kins University. 9 Those figures are 
consistent with estimates that 50% to 
70% of American and European pop-
ulations will likely become infected 
with the SARS CoV-2 virus.10 Com-
plicating this problem is the fact that 
somewhere between 25% and 50% of 
people infected with the virus are at 
least initially asymptomatic but never- 
theless infectious to others based on 
data from the Centers for Disease 
Control and Prevention (CDC) and 
epidemiology studies in Iceland.10 
Much has also been learned about 
risk factors for the seriousness of the 
illness as reflected in Table 1.11

Clearly, age is an important risk 
factor but so also are comorbid medi-
cal illnesses, particularly pre-existing 
respiratory and cardiovascular dis-
ease, immunocompromised status, 
morbid obesity (ie, body mass index 
>40), significant kidney or liver im-
pairment, and/or diabetes. Age and 
these comorbid medical illnesses are 
correlated—that is, the older a person 
is, the more likely they have one or 
more of these comorbid illnesses. 
However, what is not known is wheth-
er age is simply a surrogate for having 
a comorbid illness or an independent 
risk factor. When younger people 
(<55 years) have serious and even fa-
tal outcomes, they most often have 
one or more of the medical illnesses 
listed, including severe asthma. In 
fact, almost 90% of all patients hospi-
talized for COVID-19 independent of 
age had one or more of the listed co-
morbid conditions.12 That means that 
90% of the individuals who were hos-
pitalized, admitted to the ICU, or died 
(Table 1) had comorbid medical ill-
ness. When these individuals are re-
moved, the likelihood of those 3 ad-
verse outcomes drops dramatically, in 
some cases approaching zero. For 
these reasons, it is probably best to 

consider both age and medical status 
when stratifying risk; this was not 
done in Table 1. Age is likely mainly 
a surrogate for comorbid medical ill-
ness, but by age 85 and above, the vi-
tal capacity of many organs, such as 
forced vital capacity, a measure of 
lung function, has often declined to a 
significant degree. On the basis of this 
information, 5 potential severity lev-
els can be identified (Table 2).

There are some caveats concern-
ing the data in Table 1, which repre-
sents cases from February 12 to 
March 16, 2020. First, early recogni-
tion and medical care have since im-
proved substantially, which could 
produce a drop in these numbers even 
in vulnerable populations. Second 
and even more important, the data are 
based on approximately 2500 cases; 
more than 775,000 US cases have 
now been reported, a number that al-
most undoubtedly includes more in-
dividuals at severity levels 0 or 1 be-
cause cases in the early days were 
first diagnosed on the basis of symp-
toms that would have been missed in 
these people. Because the number of 
cases is now so much higher, the 
CDC will be able to determine wheth-
er the larger numbers replicate the 
earlier findings shown in Table 2, 
which will give greater confidence in 
the results. Such an analysis has not 
yet been posted in the public domain, 
but this will likely happen and/or the 
results will be shared with policy 
makers. 

What strategies have been 
utilized? 
The most widely adopted strategies 
have involved the epidemiological ap-
proach of encouraging good hygiene 
practices and social distancing, includ-
ing orders to shelter in place and quar-
antine. (Parenthetically, the term quar-
antine refers to the situation in which 
an individual has been in close contact 
with someone known to be actively 
shedding virus. Individuals in quaran-
tine may be grouped together while 
following social distancing and they 
may use masks as an added precaution. 
The term isolation refers to the situa-
tion in which an individual is infected 
and is isolated from others to prevent 
further spread of the virus.) These 
strategies have met with varying de-
grees of success depending on the 
country, with smaller countries in 
terms of land mass and population 
generally doing better than large coun-
tries. Not all countries have taken these 
approaches, with Taiwan, Iceland, and 
Sweden being perhaps the most nota-
ble exceptions. While those 3 countries 
have not experienced the same eco-

nomic consequences as have occurred 
with the more restrictive policies else-
where, it is too early to tell how they 
will do with the spread of the illness. 
Taiwan seems to being doing remark-
ably well, relying not on sheltering 
policies for the general population but 
instead case detection followed by es-
tablishing at-risk contacts and quaran-
tining those individuals through the 
period of risk of developing illness and 
recovery using extensive testing for ac-
tive infection and viral shedding.

The common phrase used to de-
scribe the goal of this epidemiologi-
cal approach is flattening the curve. 
This term refers to reducing the 
height of the peak of the infection, 
which was critical in the earliest days 
of the infection when a steep peak 
could have catastrophic consequenc-
es by overwhelming the health care 
system and society. This approach 
was also a way of buying time to 
learn more about the disease and to 
find more effective ways to deal with 
it, ie, developing validated treatments 
and vaccines. Unfortunately, as pre-
viously mentioned, treatments and 
vaccines take time. There is also the 
possibility that COVID-19 might fol-
low the same pattern of seasonal 
variation as seen with seasonal 
strains of influenza—the onset of 
spring will test this possibility.

This epidemiological approach has 
2 potential downsides. The most obvi-
ous is its profound effect on the econ-
omy. The other is whether it simply 
delays—but does not meaningfully 
prevent—the spread of the virus. Pre-
scribers can consider the analogy with 
immediate versus delayed or extend-
ed-release formulations of drugs. 
While the latter produce a lower peak 
level, they may have the same area un-

der the curve (AUC)—in pharmacoki-
netics, the same AUC means that the 
amount of drug absorbed is essentially 
the same for the 2 formulations (ie, 
they are bioequivalent). In the case of 
the spread of the virus, it might mean 
that the total number of infected peo-
ple will be the same but that the infec-
tions will be spread out over a longer 
interval. While this approach is good 
in terms of not overwhelming health 
care resources, it could prolong the 
economic impact, which is not with-
out adverse consequences; it can also 
delay the time when sufficient com-
munity immunity will have been ac-
quired in order to eradicate the infec-
tion and protect the vulnerable subset 
of the population susceptible to seri-
ous adverse outcomes. As previously 
mentioned, the estimate is that 50% to 
66% of the population will need to 
have immunity to substantially reduce 
the spread to those who are not im-
mune and possibly even eradicate the 
current version of the virus.9 This last 
caveat concerning the current version 
of the virus is included because some 
viruses mutate enough that they are no 
longer recognized by the immune sys-
tem; an example of such are the sea-
sonal strains of influenza, which is 
why new vaccines are produced be-
fore the start of the flu season.

Might risk stratification 
work?
Based on what it is now known, a 
small percentage of the population 
(5% to 10%) is at risk for a serious in-
fection, which occurs at severity levels 
3 and 4 (Table 2). Moreover, the vul-
nerable population can be identified 
and can shelter until the current ver-
sion of this virus is essentially eradi-
cated. 

Table 1. Hospitalization, intensive care unit (ICU) admission, 
and case-fatality percentages for reported COVID–19 cases—
United States, February 12-March 16, 2020 

Age group (yrs) %*

(No. of cases) Hospitalization ICU admission Case-fatality

0–19 (123) 1.6–2.5 0 0

20–44 (705) 14.3–20.8 2.0–4.2 0.1–0.2

45–54 (429) 21.2–28.3 5.4–10.4 0.5–0.8

55–64 (429) 20.5–30.1 4.7–11.2 1.4–2.6

65–74 (409) 28.6–43.5 8.1–18.8 2.7–4.9

75–84 (210) 30.5–58.7 10.5–31.0 4.3–10.5

≥85 (144) 31.3–70.3 6.3–29.0 10.4–27.3

Total (2,449) 20.7–31.4 4.9–11.5 1.8–3.4

* Lower bound of range = number of persons hospitalized, admitted to ICU, or who died among 
total in age group; upper bound of range = number of persons hospitalized, admitted to ICU, or who 
died among total in age group with known hospitalization status, ICU admission status, or death.

Source: CDC COVID-19 Response Team.
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During the preceding 4 months, 2 
approaches have generally been sug-
gested to deal with the current crisis: 
1- continue the epidemiological ap-
proach focused on slowing the infec-
tion rate and its most serious health 
consequences, and 2- relax the most 
rigorous social restrictions to end 
economic consequences. The White 
House guidelines announced on April 
16th13 recommend a phased move-
ment from a shelter-in-place ap-
proach to a gradual reduction in so-
cial restrictions and an opening up of 
the economy. Such opening would be 
based on regions meeting specific cri-

teria in terms of their ability to con-
tain the virus, coupled with vigorous 
monitoring for outbreaks, followed 
by case monitoring, quarantining of 
exposed individuals, isolation of in-
fected individuals, and increased use 
of testing for active disease as well as 
for immunity (ie, the presence of suf-
ficient titers of antibodies against the 
virus in the blood). This approach has 
been successful in smaller countries 
such as Taiwan. Testing for antibodies 
will also help estimate how far the 
country is from developing effective 
community immunity. 

However, these guidelines do not 

take the data outlined earlier into 
consideration, which suggest that in-
dividuals younger than 85 years 
without specific comorbid illnesses 
have little risk of developing a seri-
ous illness from the current form of 
this virus. In this population, more 
rapid movement through the phases 
of lifting restrictions and opening up 
the economy seems possible, while 
continuing to practice good hygiene 
and social distancing, and simultane-
ously—and perhaps even more vig-
orously—focusing on sheltering the 
vulnerable population until the criti-
cal threshold for community immu-

nity has been reached, whether 
through natural exposure alone or 
with the addition of vaccination. 

This approach would have several 
benefits. First, it would more quickly 
restore the economy and thus help 
avoid the adverse societal and health 
effects of a serious recession or de-
pression. Second, it would increase 
community immunity, which would 
drive down the risk for everyone, in-
cluding those most susceptible to se-
rious adverse outcomes. Third, those 
who develop immunity could donate 
antibody enriched serum (what has 
been called convalescent serum) to 
vulnerable individuals with serious 
adverse outcomes, which could po-
tentially provide effective treatment 
while the development and testing of 
vaccines proceed.

However, there are also downsides 
to this approach. First, it assumes that 
immunity will develop. Anthony Fau-
ci, MD, director of the National Insti-
tute of Allergies and Infectious Dis-
eases, has been quoted as saying that 
he would be “willing to bet anything 
that people who recover are really pro-
tected against reinfection” and “Ulti-
mately, the showstopper will be obvi-
ously a vaccine.”9 Both statements 
seem almost truisms and necessary 
conditions to resolve this situation. 
Second, this approach involves risk but 
so, too, does either of the first two al-
ternatives; the risk with this proposed 
approach is arguably more calculated 
and nuanced. Third, individuals who 
are younger than 20 years old (or as 
old as the data indicate have minimal 
risk of serious adverse outcomes) and 
without comorbid medical illness will 
undoubtedly have contact with older 
individuals, but that is also true for the 
other 2 approaches. Therefore, public 
awareness of the need to exercise 
heightened concern for the vulnerable 
population must be understood and 
acted upon rather than taking a one 
size fits all approach, which has been 
the approach so far. That approach has 
led to many younger and healthy indi-
viduals incorrectly believing that they 
have the same risk as the vulnerable 
population and, at the same time, has 
diminished the understanding of the 
need for heightened concern for the 
population that is at high risk. To un-
derscore this point, in their surveil-
lance report for the week of April 6-12, 
2020, the World Health Organization’s 
Regional Office for Europe reported 
that 95% of those who died in Europe 
were 60 years of age or older.14 How-
ever, even that finding probably over 
focuses on age as a surrogate for co-
morbid medical illness, ie, whether the 
patient is under or over 60 years old. 

Table 2. Potential outcomes of different infection severities 

Severity 
level Description Definition Outcome

0 Asymptomatic 
infection

  Individuals who have been found to be 
shedding the virus but otherwise have 
no signs of infection at the time of 
testing

  Represents between 25% - 50% of 
the population; however, some of 
these individuals may later become 
symptomatic, data is not yet available

This group is particularly important in 
terms of spreading the disease because 
they are asymptomatic; asymptomatic 
individuals should avoid the 5% - 10% of 
the population who are susceptible to 
serious, even fatal, infections; if they are 3 
weeks out from previous testing, they 
should be past the viral shedding, which 
could be confirmed by another active 
infection test

1 Mild infection   Individuals who either have mild to 
moderate flu-like symptoms but do 
not require hospitalization

  Likely represents an additional 50% of 
the population who are not >85 years 
and/or do not have comorbid 
conditions that place them at risk* to a 
clinically meaningful degree

This group also must remain vigilant in 
protecting more vulnerable populations; 
they also will represent increased sick 
days and loss of productivity as well as a 
potential albeit relatively small drain on 
health care resources

Groups 0 and 1 likely represent 90% - 95% of the population

2 Moderate 
infection

  Individuals with sufficient symptoms 
and functional impairment such that 
hospitalization is required, usually for 
several days, often to treat fever, 
dehydration, and concurrent infection 
(eg, bacterial pneumonia)

  The size of this group may be reduced 
as physicians have more experience 
treating this illness; such a reduction 
would be enhanced if clinical trials 
prove that 1 or more of the treatments 
are capable of preventing or treating 
the disease 

  Likely occurs in 1% - 7% in the 
nonvulnerable population** and up to 
70% of those >85 years or with those 
significant comorbid conditions* 

Increased use of health care resources; 
increased risk of complications and thus 
negative outcomes for patients; impact on 
families and economy 

3 Severe 
infection

  Individuals with sufficient symptoms 
and functional impairment requiring 
hospital ICU services 

  Likely occurs in <2% of nonvulnerable 
population (ie, no comorbid medical 
conditions*) and 6% - 29% of >85 
years* 

Significant impact on health care 
resources; increased risk of complications 
of negative outcomes, including fatality; 
impact on family units and economy

4 Death due to 
COVID-19

  Represents 0.1% - 5% of population 
<75 years, and 10% - 27% ≥85 
years**

Prior to death, significant use of health 
care resources; direct and significant 
impact on family units

*Conditions include pre-existing respiratory and cardiovascular disease, immunocompromised status, morbid obesity (ie, body mass index >40), 
diabetes mellitus, and possibly significant kidney or liver impairment.11   

**Estimates are based on Table 1, which includes individuals without regard to comorbid medical conditions.  Given that approximately 90% of 
patients hospitalized for COVID-19 had comorbid medical illness,12 these rates would be 10x less in the nonvulnerable population. Estimates 
concerning fatality rates may also be substantially lower once sufficient antibody testing is available to estimate the percentage of the 
population who have been infected but were asymptomatic or so mildly symptomatic that they could not be detected without such testing.
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The caveats 
Although a tremendous amount has 
been learned, much still remains un-
known. First and foremost, we need to 
determine how many individuals in 
different regions of the country have 
been infected. That information 
should increasingly become available 
over the next weeks to months as anti-
body testing is undertaken. That infor-
mation will help determine both the 
infectivity of the virus (its reproduc-
tion number or R0) and its fatality rate. 
A second major question is whether 
the antibodies that are produced con-
vey immunity to reinfection and, if so, 
how long that immunity lasts. Another 
key question is how much of a role 
cell-mediated processes play in the 
development of immunity. This will 
also determine if convalescent plasma 
enriched with antibodies from recov-
ered individuals can help treat indi-
viduals with a moderate to more se-
vere infection, which is known as 
passive immunity, as opposed to ac-
tive immunity, which refers to the pro-
duction of antibodies by the immune 
system of an infected individual.

Moreover, there may be other risk 
and protective factors yet to be iden-
tified. A key question concerns the 
critical aspects of the host-pathogen 
interaction. For example, is the sud-
den acute respiratory syndrome due 
to an excessive inflammatory re-
sponse in some individuals (eg, a cy-
tokine storm)? And, there is the ques-
tion of vaccine efficacy. Some 

vaccines are highly effective and 
their use has resulted in illnesses es-
sentially being eradicated. In con-
trast, the helpfulness of the seasonal 
flu vaccine varies from year to year 
and individual to individual. 

This list of unanswered questions 
is not exhaustive but gives a perspec-
tive on the types of additional knowl-
edge that is needed to combat the 
SARS-CoV-2 virus. The answers are 
forthcoming, but this process will 
take time. Meanwhile, hopefully this 
information will help to mitigate the 
damage done by the virus, whether 
directly as a result of the infection or 
indirectly due to its effects on the 
economy.

Concluding thoughts
The future is not as clear as anyone 
would like. This article reviewed the 
great progress that has been made in 
understanding COVID-19 and pos-
sible pathways for moving forward. 
Perhaps the words Winston Churchill 
used in speaking of the Allied victory 
in the Battle of Egypt describe the 
current war with COVID-19 as suc-
cinctly as possible: “Now this is not 
the end. It is not even the beginning 
of the end. But it is, perhaps, the end 
of the beginning.”15
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» Robert Boland, MD

A s with many institutions, the Brigham and 
Women’s Hospital has switched to virtual 
meetings. In the last two weeks, I have used 

my computer, phone, and tablet to meet with 
groups large and small. These online encounters 
have ranged from one-on-one supervisory meet-
ings that would usually happen in my office to 
groups of 100 or more that would normally have 
required an auditorium. We are also conducting our 
residency didactics this way, using various formats 
including traditional lectures, interactive work-
shops, and process groups. 

I enjoy technology, and I tend to be an early 
adopter of high-tech gadgets and software. That 
said, I was reluctant to give up in-person meetings, 
arguing that there is no substitute for sharing phys-
ical space with other people. I have always sug-
gested that we cannot overestimate the value of 
having a person’s full attention, along with the non-
verbal cues and food. 

In the current crisis, all of that seems quaint.  

And I am happy to report that, for us, the transition 
to virtual meetings has been relatively painless. 
Despite the occasional experience of watching a 
person talk while they are unaware that no one can 
hear them, for the most part, the technology has 
been without glitches. 

I do wonder about the future. Once this crisis is 
past, I expect that many of us will more easily dis-
miss holdouts like myself, having forced ourselves 
to brave this new world. I suppose that the faculty 
at my institution will be more likely to question the 
need to meet at my office or our conference space. 
I expect that the many national organizations 
whose business meetings I attend will reassess the 
need to fly me to their cities, both from a practical 
and budgetary standpoint. And, we may see the 
many large conferences that we so enjoy during the 
year as unnecessary and even hazardous, a luxury 
from a bygone era. 

And what of patient care? Many of us are now 
managing outpatients via phone and telecommuni-
cation. Similarly, our consultation-liaison service 
is doing more curbside and phone interventions to 

minimize unnecessary exposure. If these patients 
continue to do well—and I wholeheartedly hope 
that they do—won’t insurance companies suggest 
that we move to less frequent in-person appoint-
ments and more frequent (and less expensive) vir-
tual check-ins? And won’t other services question 
the need for traditional consultations? 

Like most of us, I don’t have time to worry 
about this right now. I am too preoccupied with the 
health and safety of my patients, trainees, and fac-
ulty. However, I am hoping that at some more sta-
ble point we can reflect on this change. I am hardly 
the first to suggest that, long after we all receive the 
coronavirus vaccine, this pandemic may forever 
change us as a society. Many of the changes would 
have occurred anyhow, but this may greatly hasten 
them. Perhaps we should use this opportunity to 
learn as much as we can from this experience so 
that, once we are past this, we can intelligently dis-
cuss what changes make sense, and in which cases 
the old ways were the better ways.

Dr Boland is Vice-Chair for Education at Brigham 
and Women’s Hospital and Associate Professor at 
Harvard Medical School. He is also a member of the 
Psychiatric Times Editorial Board.  ❒

Reflections on the New Normal
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The Spanish Flu Pandemic and 
Mental Health: A Historical Perspective
» Greg Eghigian, PhD

A s we all try to acclimate to the 
rapidly changing circumstanc-
es brought about by the COV-

ID-19 pandemic, comparisons are 
being made between this pandemic 
and the so-called Spanish flu pan-
demic of 1918-1919. (The reason it 
was referred to as the Spanish flu was 
that Spain was one of the only coun-
tries at the time to not censor reports 
of cases, and so it was widely publi-
cized there by late-fall 1918.) The 
Spanish flu proved to be peculiar for 
several reasons, most noteworthy  
due to the high morbidity (as many as 
500 million were infected) and mor-
tality (around 50 million deaths). It 
also came in waves. In the US, there 
were 4 such waves: first in spring 
1918, again in August 1918 (epide-
miologically the most devastating), 
yet again in winter 1918/1919, and a 
return in early 1920. Finally, the dis-
ease was unlike most flus in that it 
decimated even the traditionally ro-
bust segments of the population (ages 
20-40), taking the lives of many 
within 3 days of showing symptoms. 

Exploring the pandemics
Since the Spanish flu, researchers 
dedicated themselves to identifying 
the origins and nature of that virus. It 
took decades, however, before virolo-
gists succeeded. Starting in the mid-
1990s, Jeffrey Taubenberger, MD, 
PhD, and his team carried out a se-
quence and phylogenetic analysis of 
1918 influenza virus genes and identi-
fied it as an H1N1 virus of avian ori-
gin.1

Until around 1970, historical re-
search about the pandemic had been 
virtually non-existent. Some novels 
and popular histories appeared over 
the decades, but it was Alfred Cros-
by’s 1976 book Epidemic and Peace, 
1918 (reissued in 1989 under the title 
America’s Forgotten Pandemic: The 
Influenza of 1918) that paved the way 
for international research on the sub-
ject.2 One of the book’s major 
achievements was to draw attention 
to the fact that the pandemic quickly 
disappeared as a topic of public con-
versation soon after it was over, ig-
nored by periodicals and textbooks 
for decades. To many historians, this 

collective silence is as much a part of 
the pandemic’s story as the course of 
the disease itself. 

The mental health links
In comparison to other aspects of the 
pandemic, little research has been 
done on the long-term impact of the 
Spanish flu on mental health. One of 
the few researchers to investigate the 
subject was historical demographer 
Svenn-Erik Mamelund, PhD. Look-
ing at asylum hospitalizations in 
Norway from 1872 to 1929, Mame-
lund found that the number of first-
time hospitalized patients with men-
tal disorders attributed to influenza 
increased by an average annual fac-
tor of 7.2 in the 6 years following the 
pandemic.3 In addition, he pointed 
out that Spanish flu survivors report-
ed sleep disturbances, depression, 
mental distraction, dizziness, and 
difficulties coping at work, and that 
influenza death rates in the United 
States during the years 1918-1920 
significantly and positively related 
to suicide.4  

Mamelund is among a number of 
scholars who have noted what many 

suspect to be a connection between the 
Spanish flu and a pronounced increase 
in neurological diseases. By 1919 and 
1920, physicians and researchers in 
Great Britain were already reporting a 
marked rise in nervous symptoms and 
illnesses among some patients recover-
ing from influenza infection; among 
other symptoms, depression, neuro- 
pathy, neurasthenia, meningitis, degen-
erative changes in nerve cells, and a 
decline in visual acuity were cited.5 

Encephalitis lethargica
Encephalitis lethargica coincided 
with the Spanish flu; it reached epi-
demic proportions alongside the 
Spanish flu. As Hoffman and Vilen-
sky have recently described, the syn-
drome was characterized by 2 often 
blended phases:

During the acute phase, pa-
tients typically experienced 
excessive sleepiness, disor-
ders of ocular motility, fever, 
and movement disorders, al-
though virtually any neuro-
logical sign or symptom could 
be exhibited, with day-to-day, 
and even hour-by-hour shifts 
in symptomatology. The 
chronic phase could occur 
months to years later and was 
most commonly characterized 
by parkinsonian-like signs.6

Psychiatrists and neurologists first 
noticed encephalitis lethargica symp-
toms in 1916 and 1917 in Austria and 
France. By 1919, cases were com-
mon throughout Europe, the United 
States, Canada, Central America, and 
India. All told, approximately 1 mil-
lion people worldwide were affected 
by it between its outbreak in 1916 
until the early 1930s. While many 
clinicians (both at the time and since 
then) have surmised an association 
between encephalitis lethargica and 
the Spanish flu,7 there is no conclu-
sive evidence of causality.

Collateral damage
Some medical and social historians 
have traced connections between the 
Spanish flu pandemic and the other 
catastrophic global event of the 
time—World War I. In this regard, 
historians flagged the ways in which 
the war efforts depleted medical per-
sonnel, helped disseminate the virus 
through the mobilization of troops, 
and created the conditions that al-
lowed for the mutation of an other-
wise mild flu virus.8 

When it comes to mental health, 
the historical record shows that the 
pandemic, like the war, took a toll on 
the emotional resilience of those not 
(or not yet) in harm’s way. The mas-
sive and sudden loss of life plunged 
many into a chronic state of helpless-
ness and anxiousness. A large portion 

of the population were affected by the 
loss of loved ones. Parents had to 
come to grips with losing a child (or 
even several children), while children 
suddenly found themselves parent-
less. In November 1918, 31,000 chil-
dren in New York City alone had lost 
one or both parents. For others, the 
experience left them feeling a mix of 
guilt, anger, confusion, and abandon-
ment. Surviving health professionals 
were not immune to such sentiments, 
with many noting that they were 
haunted by a sense of frustration and 
grief, even years later.9

Like all mass encounters with infec-
tious disease, the Spanish flu pandemic 
had its own unique features. If history 
teaches us anything, it is that we should 
always be measured in how we glean 
lessons from the past. That said, the ex-
ample of the influenza of 1918-1920 
gives us reason to expect that the pres-
ent pandemic will carry in tow its own 
set of mental health challenges.

Dr Eghigian is Professor of History at 
Penn State University. He specializes in 
the history of psychiatry and mental 
health and is member of the 
Psychiatric Times Editorial Board.
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“Spanish flu survivors reported sleep 
disturbances, depression, mental  

distraction, and difficulties coping...”
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What Leonard Cohen Can 
Teach Us About Depression
» Chris Aiken, MD

L eonard Cohen had a problem, 
and the medications were not 
solving it. “I’ve taken a lot of 

Prozac, Paxil, Wellbutrin, Effexor, 
Ritalin, Focalin. I’ve also studied 
deeply in the philosophies of the reli-
gions but cheerfulness kept breaking 
through.”

The “cheerfulness” Cohen com-
plained of was a wry euphemism for 
something darker. The poet, novelist, 
and songwriter had “dealt with depres-
sion ever since my adolescence... 
Moving into some periods, which were 
debilitating, when I found it hard to get 
off the couch, to periods when I was 
fully operative, but the background 
noise of anguish still prevailed.”

By his mid-60s, Cohen had been 

through several hospitalizations and 
tried tricyclics, monoamine oxidase 
inhibitors, second generation antide-
pressants, and anticonvulsants without 
success. Despite releasing one of the 
most successful albums of his career, 
The Future, he found himself “really, 
really low, on many medications . . . I 
pulled my car over to the side of the 
road. I took out all the medication and 
threw it out the window.”

A few years later the depression 
lifted and, by Cohen’s report, it did 
not return. Depression is overdeter-
mined, to borrow Freud’s phrase, and 
its resolution is equally mysterious. 
But a new study sheds light on some 
of the forces that may have been at 
play in Cohen’s recovery.

The Recovery
Cohen’s depression had reached “a 
certain unendurable point”  in 1994. 
He retreated from public life and 
joined a Buddhist monastery, where 
he was later ordained as a monk. 
There he learned to shift his focus 
away from the “loyalty and the tyr-
anny” of his inner thoughts—the 
self-focused, ruminative kind that 
come with depression.

Rumination is a repetitive pattern 
of thought that plagues many patients 
with depression. It is also a strong pre-
dictor of depressive relapse. Rumina-
tion is problem-solving gone awry, 
brooding over unresolvable conflicts 
and questions that cannot be an-
swered. “Why am I such a loser . . . 
When will this end . . . What do people 
really think of me . . . What is the 
point?” Rumination arises from the 
brain’s default mode network, which 
engages in thoughts about the self, the 
future, and the social world.1 The de-
fault mode is activated when we are 
bored, uncomfortable, or lonely. For 
people who are prone to depression, 
the slightest trigger will turn it on.

Y et there is a brighter side to the 
dark imaginations of the default 
mode. When not conjuring forebod-
ing possibilities, it can dream up cre-
ative solutions and inspire great art. 

That might explain why so many cre-
ative thinkers have strong ruminative 
tendencies.2 That dogged style of 
thought also lends itself to the persis-
tence that is necessary to create great 
works. As Cohen described it, song-
writing was an act of drudgery where 
“you’re not doing anything else but 
trying to find the rhyme for ‘orange.’ 
It doesn’t exist. Some people say it’s 
‘door hinge,’ but that’s not right.”

Buddhism did not answer Cohen’s 
ruminative questions. In his words, it 
simply “dissolved them.” Psycholo-
gists call this metacognitive aware-
ness. It is the ability to see one’s 
thoughts objectively, with some de-
tachment, and it is a strong predictor 
of sustained remission from depres-
sion.3 It is also a key ingredient in 
mindfulness, which is derived from 
the kind of Buddhist practice that Co-
hen pursued.

The study
Twenty years after Cohen’s recovery, a 
remarkable study came out of Mum-
bai, the same Indian city where Cohen 
broke free from his depression.4 It was 
a controlled trial of Buddhist medita-
tion for bipolar II depression. By psy-
chotherapy standards, the study was 
huge, with 622 patients. Half were 
randomized to cognitive behavioral 
therapy, and the other half underwent 
training in meditation. The study last-
ed 2 years, during which the medita-
tion group was advised to follow a 
simple 30-minute practice once a 
week (see Sidebar). That is correct—
only 30 minutes per week. The teach-
ing was also low intensity: 5 to 10 two-
hour sessions interspersed throughout 
the 2-year study.

At the end of the study, the medita-
tion group improved over the cogni-
tive behavioral therapy (CBT) group 
with a large effect size (0.7). How did 
this mild intervention outperform 
CBT with such a large effect?

The secret may lie in the 2-year du-
ration. That is how long it took Leon-
ard Cohen’s mood to lift “by imper-
ceptible degrees” while he studied 

meditation in Mumbai. Other behavior 
changes, like exercise and social 
rhythm therapy, also show more robust 
effects when allowed to build for 6 to 
12 months. The challenge is to help 
patients stay motivated through those 
imperceptible degrees of progress.

Dr Aiken is the Mood Disorders 
Section Editor for Psychiatric Times, 
the Editor in Chief of The Carlat 
Psychiatry Report, and the Director of 
the Mood Treatment Center. He has 
written several books on mood disor-
ders, most recently The Depression 
and Bipolar Workbook. He can be 
heard in the weekly Carlat Psychiatry 
podcast with his co-host Kellie 
Newsome, PMH-NP. Dr Aiken does not 
accept honoraria from pharmaceuti-
cal companies but receives royalties 
from PESI for The Depression and 
Bipolar Workbook and from WW 
Norton & Co for Bipolar, Not So Much.
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1.  Sit still and contemplate on some-
thing that brings joy (5 min).

2.  Practice isometric contraction of 
the muscles followed by supine 
rest (3 min).

3.  Slowly rise from the left side and 
stand at ease, balancing the 
weight on both feet (3 min).

4.  Bend right and left in a slow, re-
laxed fashion 1-2 times, then re-
turn to the center position (3 min).

5.  Stand in the center position and 
focus on the space between the 
eyebrows (4 min).

6.  Relax in the standing position and 
focus on nature, the universe, or 
God (2 min).

7.  Slowly bend forward and back-
ward, then return to center posi-
tion (3 min).

8.  Slowly come down in the supine 
posture, lie motionless on your 
back. Relax different parts of the 
body in sequence (7 min).

A 30 Minute 
Meditative Practice for 

Bipolar Depression
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weekly; the outbursts seemed con-
nected to visits with his parents.

Joseph has a diagnosis of atten-
tion-deficit/hyperactivity disorder 
and oppositional defiant disorder. He 
was prescribed 18 mg methylpheni-
date ER in the morning, 0.1 mg clon-
idine at bedtime, and 0.5 mg risperi-
done twice daily, all by his primary 
care provider. How and when these 
medications were started is not clear 
from the records.

Upon entering treatment with a 
community mental health provider, 
Joseph’s foster mom reported “we 
can’t handle him without these med-
ications.” Discussions continue about 
the risks and benefits of risperidone 
and the circumstances under which it 
would be possible to start tapering.

Challenges in collaboration
Providing psychiatric services to 
children and adolescents in foster 
care require collaboration not only 
with the clinical team, but also the 

child welfare team. Team members 
include parents, foster parents, and 
the social worker, at minimum. The 
team may also include representa-
tives from courts and others engaged 
by the child welfare system to con-
duct assessments (eg, psychological, 
neuropsychological). Child welfare 
services’ organizational structure 
varies from state to state. State and/or 
local policy defines practice related 
to permanency and broader case 
planning, defining the consenting 
parties for health and mental health 
treatment, practices for obtaining in-
formed consent for psychotropic 
medication, and tracking and over-
sight of psychotropic medication use 
for children in foster care.

Foster care workers typically serve 
10 to 15 families. They are responsible 
for all aspects of case planning includ-
ing monitoring placements, ensuring 
safety, arranging parental visitation, 
preparing for court, and planning for 
permanency. Case workers are often 
very knowledgeable about the youths 

and families they serve and can be a 
true partner in care. Psychiatrists and 
their office staff should reach out to 
local child welfare leadership to build 
collaborative relationships. In doing 
so, it is helpful to share office hours, 
emergency service policies, duration 
of initial assessment and follow up ap-
pointments, information needed prior 
to an initial assessment, and preferred 
pathways for communication between 
the office and the child welfare team. 
These outreach efforts are useful 
during usual care as well as when 
challenges or crises arise.

Children in foster care often expe-
rience placement changes. Maintain-
ing continuity of care during treat-
ment within a single organization as 
well as ensuring that comprehensive 
clinical information transfer occurs 
when children transition to new treat-
ment providers presents a challenge. 
Psychiatrists should provide leader-
ship in policy and practice develop-
ment to accomplish this goal. 

Diagnostic challenges
Child welfare systems present unique 
challenges for comprehensive psychi-
atric assessments. Psychiatrists must 
receive complete prior mental health 
records, including those prior to foster 
care placement; as such, they should 
establish mechanisms to obtain collat-
eral history from parents, foster par-
ents, and other caregivers (eg, staff in 
residential placement), and obtain 
health and school records. Psychia-
trists should communicate these needs 
to the team, assist in developing proto-
cols for consent for release of infor-
mation documents, and maximize in-
formation transfer within systems.

Although most, if not all children, 

in foster care have suffered maltreat-
ment exposure, the type, duration, 
and impact of such before foster care 
varies. Children may also experience 
traumatic exposures during foster 
care, including stress related to pa-
rental circumstances, separation 
from siblings, placement change, ter-
mination of parental rights, as well as 
illness and death of family members.

Although it may not be necessary 
or appropriate to ask children to re-
count specific experiences and/or ex-
posures, psychiatrists should make the 
child and their family aware that they 
know that stressful events have oc-
curred and provide psychoeducation 
on the impact of ongoing stressors in 
the context of maltreatment. Expo-
sures need to be considered when con-
ducting assessments. Doing so may 
include asking the child and caregivers 
to complete screening tools or diag-
nostic assessments specific to trau-
matic exposures as well as those relat-
ed to other psychiatric diagnoses.3

When a child in foster care is sched-
uled for a psychiatric assessment, clin-
ical staff should inquire about the legal 
status of the child, the names and con-
tact information for the person legally 
empowered to consent for treatment, 
and who will be bringing the child to 
the appointment. Unless the child and 
parent are prohibited from contact, ar-
ranging for parents to be present is op-
timal so that they can provide history, 
sign consents for release of informa-
tion, and engage in consent for treat-
ment. If a parent cannot be present, 
they can be contacted before the ap-
pointment for needed information. 

The long-term priorities of the wel-
fare systems are reunifying children and 
parents when possible and supporting 
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Table 1. Children in the foster care system

Characteristics Statistics

Children in foster care 442,995

Children waiting for adoption 123,437

Age (mean/median) 8.4/7.7

Source: Child Welfare Information Gateway. Foster care statistics 2017. Washington, DC: U.S. 
Department of Health and Human Services, Children’s Bureau; 2019.  

Table 2. Diagnoses for Medicaid-enrolled children in foster care7 

Diagnosis Age-specific annual frequency - thousands (%) in 2007

3-5 years 6-11 years 12-18 years

ADHD 6.7 (6.1%) 52.5 (21.4%) 65.9 (17.7%)

Anxiety 1.5 (1.3) 6.6 (2.5) 12.1 (3.0)

Autism 1.1 (1.0) 3.0 (1.2) 3.8 (1.0)

Bipolar 0.4 (0.4) 5.8 (2.2) 25.1 (6.3)

Conduct 7.4 (6.8) 26.8 (10.9) 67.3 (18.1)

Depression 0.7 (0.7) 8.8 (3.6) 44.4 (11.9)

Schizophrenia 0.0 (0.0) 0.3 (0.1) 2.3 (0.6)

CASE VIGNETTE

“Bridget” is a 16-year-old transitioning to community mental health care after 28 
months in a state psychiatric hospital. She was adopted at age 3 after experiencing 
significant neglect as well as physical and possible sexual maltreatment. During the 
10 years in the adoptive home, she was involved in community-based care ranging 
from case management services to home-based services and psychiatric care. Her 
adoptive family reported uncontrollable temper outbursts with threats to harm herself 
and others as well as physical aggression. They also said that Bridget complained that 
her sister was unfair (eg, “She blames me for stuff she does”).

The persistence of these threats and behaviors resulted in multiple acute psychiat-
ric admissions prior to long-term inpatient treatment. On discharge, Bridget’s medica-
tion regimen included perphenazine, clozapine, lamotrigine, desvenlafaxine, and benz-
tropine. She was placed with a foster family and termination of her adoptive parents’ 
rights was being pursued. 

During the initial outpatient assessment, Bridget reported a stressful environment 
growing up with harsh criticism and her perception that her parents favored the 
other child in the family. Records from the state hospital indicated depression, au-
ditory hallucinations, and emotional volatility that gradually improved. 

Bridget reported being more comfortable in her new foster home and denied any 
psychiatric symptoms during the assessment. Her foster parents reported that she 
seemed slowed, and they were concerned about her weight (BMI 35.4). They reported 
no evidence of voices or visions.

Based on the available information, the team agreed to gradually taper the medica-
tions; desvenlafaxine was discontinued. A 4-month taper of perphenazine was started 
a month later, followed by discontinuing benztropine. Once the perphenazine taper was 
complete, Bridget started a clozapine taper over the course of several months.

During the taper of these medications, Bridget and her foster parents reported grad-
ual improvement in alertness and energy. She also participated in physical activity, 
changed her diet and gradually lost weight. She attended school and made plans to 
get a job during the summer break. There were no reports of depression, mood insta-
bility, or perceptual disturbance. All agreed with initiating a gradual lamotrigine taper. 
Throughout this process, Bridget and her foster family continued involvement in home-
based services but planned to gradually phase out these services in the future.

Foster Care Challenges
Continued from Cover
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family functioning. Engaging parents throughout 
their children’s time in foster care supports these 
goals; engaged parents are better equipped to ad-
dress their children’s physical and mental health 
needs.

Unfortunately, involving parents is compli-
cated by many factors. Maternal characteris-
tics such as poverty, substance use, co-occur-
ring disorders, and domestic violence as well 
as perception of the effects of sharing informa-
tion may discourage involvement.4,5 Address-
ing parental needs (eg, substance use disorder 
treatment) is important for successful reunifi-
cation, but may present a barrier to simultane-
ous engagement in a child’s health care.6 Giv-
en that reunification is the most common goal, 
educating all team members about the impor-
tance of parental engagement is important 
throughout foster care placement.

CASE VIGNETTE 

“James” is a 16-year-old admitted to a resi-
dential treatment facility after running away 
from 2 foster homes. His entrance into the fos-
ter care system was predicated by ongoing but 
undisclosed sexual abuse perpetrated by his 
stepfather that occurred for at least 5 years 
before discovery. At that time, he was diag-
nosed with bipolar disorder and anxiety. He 
was treated with ari- piprazole, titrated to 15 
mg daily and 0.5-mg alprazolam up to 3 times 
daily for acute anxiety. During residential as-
sessment, James reported periodic temper 
outbursts and moodiness without clear epi-
sodes of depression or mania. Also during this 
time, he reported significant anxiety and occa-
sional panic attacks.

During residential treatment, he participated 
in individual and group therapy. The aripipra-
zole was gradually tapered and discontinued, 
alprazolam was also tapered. He made plans 
to transition from the residential facility to an 
independent living program.

Common diagnoses 
There are a wide variety of psychiatric diag-
noses among children in foster care (Table 
2). Rubin and colleagues7 looked at Medicaid 
claims data (2002 to 2007) from a national 
sample of youths aged 3 to 18 years who 
were enrolled in foster care. The findings in-

dicated that rates of mental health diagnoses 
generally increased over this time with 2 ex-
ceptions: depression was stable from 2002 to 
2005 but decreased from 2006-2007, and 
schizophrenia remained stable throughout. 
Generally, the rates of diagnoses in this sam-
ple of children are higher compared with cu-
mulative diagnosis by age 7 from a single 
state 2007 birth cohort sample.8

Because of maltreatment, children in fos-
ter care often have trauma-related diagnoses, 
with posttraumatic stress disorder as the most 
specific trauma-related diagnosis. DSM-5 in-
cludes guidance about how PTSD may man-
ifest in childhood. More general responses to 
trauma exposure may be captured by “trauma 
and stressor related disorder unspecified” if 
PTSD cannot be diagnosed with confidence.

To diagnose disorders common in child-
hood (eg, ADHD, anxiety disorders, and de-
pressive disorders), psychiatrists should de-
termine whether symptoms are present, the 
timing and duration of symptoms in relation 
to trauma exposures, and persistence after 
substantial reduction in trauma-related symp-
toms. Emotional dysregulation is a common 
response to traumatic exposures; if consider-
ing bipolar disorder or disruptive mood dys-
regulation disorder, clinicians must deter-
mine if full symptom, duration, and pattern 
criteria are met or if symptoms may be better 
explained by trauma.

Perception and thought disturbances are 
also relatively common in children with mal-
treatment exposure. Explanations may in-
clude intrusion of traumatic experiences (eg, 
nightmares, flashbacks, involuntary memo-
ries) and negative thoughts and feelings (eg, 

Understanding  
Child Maltreatment
» Jeanette M. Scheid, MD, PhD

The Child Abuse Prevention and Treatment Act defines 
child abuse and neglect as “Any recent act or failure to 
act on the part of a parent or caretaker which results in 
death, serious physical or emotional harm, sexual abuse 
or exploitation; or an act or failure to act, which presents 
an imminent risk of serious harm.”1 Each state sets its 
own definitions of child abuse and neglect within the 
standard of federal law.

There were about 4.3 million reports of abuse and 
neglect in 2018, representing approximately 7.8 million 
children.2 Astonishingly, almost 1800 children died of 
abuse and neglect, at a rate of 2.39 per 100,000 US chil-
dren.2 The most common form is general neglect, repre-
senting 60.8% of the cases. This was followed by phys-
ical abuse (10.7%), sexual abuse (7.3%), and 
psychological maltreatment (2.3%). Parents are most 
commonly identified as perpetrators (77.5%). Almost 
half (49.6%) of the perpetrators were white; drug use 
disorder was common (30.7%) among maltreatment 
perpetrators.2

The child’s developmental age during maltreatment 
exposures is an important consideration in assessment, 
diagnosis, and treatment. There are likely sensitive devel-
opmental periods that affect risk for psychopathology.3 
For instance, maltreatment exposure during infancy and 
early childhood disrupts normative attachments neces-
sary for subsequent development, including capacity for 
trust, recognizing cause and effect, emotional regulation, 
and frustration tolerance. Similarly, developmental stage 
affects the diagnosis of posttraumatic stress disorder.4 

Without normative attachment, children can move 
into their middle years without the tools to succeed in 
peer relationships, school, and extracurricular activities. 
In adolescence, the impact of earlier maltreatment in-
creases the likelihood of risk-taking behavior and subse-
quent health effects, including risky sexual behavior 
leading to sexually transmitted diseases, substance use, 
and suicide attempts. Subsequently, the increased risk of 
health and mental health problems persists through 
adulthood.5 Because of these potential long-term effects, 
obtaining a comprehensive social history, including mal-
treatment exposures and the characteristics of subse-
quent environments, is important when conducting a 
comprehensive psychiatric assessment and considering 
treatment approaches.
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Table 3. Psychotropic medication use for Medicaid-enrolled children in foster care7

Medication Class Age-specific annual frequency – thousands (%) in 2007

3-5 years 6-11 years 12-18 years

Alpha agonist 2.1 (2.0%) 17.4 (7.1%) 17.8 (4.8%)

Antidepressant 0.9 (0.8) 14.0 (5.7) 53.7 (14.4)

2nd generation 
antipsychotic

2.4 (2.2) 24.8 (10.1) 58.3 (15.6)

Mood stabilizer 1.1 (1.0) 9.8 (4.0) 32.1 (8.6)

Stimulant 4.6 (4.2) 55.2 (22.5) 72.8 (19.5)

Any psychotropic 7.1 (6.5) 66.3 (27.0) 123.1 (33.0)

Polypharmacy (> 3 ) 0.7 (0.6) 11.9 (4.9) 26.1 (7.0)

Figure. Racial and ethnic character-
istics of children in foster care

White

African-American

Hispanic

Multiple race

Native American  
or Alaska Native

2%

44%

23%

21%

7%

Source: Child Welfare Information Gateway. Foster care 
statistics 2017. Washington, DC: U.S. Department of 
Health and Human Services, Children’s Bureau; 2019. 
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distorted beliefs about the self or oth-
ers) rather than emerging psychosis.

Finally, the potential for other 
co-existing factors that affect diagno-
sis—such as exposure to substances 
and maternal stress in utero, perinatal 
stress related to neonatal abstinence 
syndrome, and the effect of any 
abuse-related physical or neurologi-
cal injury—must be included in dif-
ferential diagnosis, treatment plan-
ning, and assessment of longer-term 
services, supports, and prognosis. 
(See Keeshin et al3 and Sege et al9 for 
an in-depth discussion of manifesta-
tions of maltreatment and impact on 
psychiatric diagnosis.)

Treatment approaches
Psychotherapy
Psychotherapy is generally consid-
ered first line when addressing trau-
ma- and stressor-related emotional 
and behavioral conditions in children. 
Strategies with empirical support in-
clude trauma-focused cognitive be-
havioral therapy (TF-CBT); par-
ent-child interaction therapy (PCIT), 
which is suggested for children aged 2 
to 7 years to improve parenting skills 
and reduce children’s disruptive be-
havior; and attachment and bio-be-
havioral catchup (ABC), which has 
been tested in toddlers in foster care.9 
The National Child Traumatic Stress 
Network (www.nctsn.org) provides 
information on a variety of evi-
dence-based and promising psycho-
therapeutic approaches for children 
exposed to maltreatment.

Pharmacotherapy
Studies have shown an increase in the 
use of psychotropic medication, in-
cluding antipsychotics, in children 
and adolescents through mid-2000.10 
Use of psychotropics is even higher 
in foster care (Table 3).11 Although 
this trend has raised over-medication 
concerns, other factors must be con-
sidered, eg, a higher risk of emotion-
al and behavioral concerns related to 
family/genetic history and maltreat-
ment exposure. Since its peak in the 
mid-2000s, psychotropic medication 

use has plateaued, possibly a conse-
quence of oversight efforts.12

Treatment with psychotropic 
medications should not be consid-
ered first line when targeting emo-
tional and behavioral difficulties relat-
ed to trauma. However, evidence-based 
use for co-existing disorders, and judi-
cious use to target symptoms that can-
not be managed by psychosocial treat-
ments alone, may be considered.

Psychopharmacological treatment 
for psychiatric diagnosis such as 
ADHD, major depressive disorder, 
and bipolar disorder in the context of 
maltreatment should follow existing 
recommendations and guidelines. 
However, closer monitoring and 
re-evaluation should occur if the 
child’s response is not as expected, as 
children exposed to maltreatment 
may be more likely to experience 
side effects such as suicidal ideation 
on antidepressants.13 As generally 
recognized, clinicians should start 
with lower doses, advance slowly, 
maintain monotherapy versus multi-
ple medications in combination and 
monitor for adverse reactions per 
clinical guidelines.14

When the child has symptoms that 
do not clearly meet diagnostic crite-
ria for a specific disorder, the clini-
cian should proceed more cautiously. 
Children, families, the psychiatrist, 
and other team members should dis-
cuss the full range of psychosocial in-
terventions. If evidence-based inter-

ventions have not yet been 
implemented, the team should develop 
a plan to do so. The team should con-
sider whether additional supports are 
needed, including the implementa-
tion of a parenting curriculum for 
children exposed to trauma or other 
support (eg, respite services). 

Sleep disturbances are common in 
children but more frequent in the set-
ting of trauma; the evidence for medi-
cations is limited. Melatonin is one 
option; other options such as benzodi-
azepines or second-generation anti-
psychotics should be avoided.3,15

When children’s aggressive be-
haviors put them or others at signifi-
cant risk, medications can be consid-
ered as one part of a comprehensive 
treatment plan. Medications should 
be used at the lowest possible dose 
and monitored carefully. The team 
should develop a plan to monitor re-
sponse to medication (ie, improve-
ment in target symptoms) and a target 
timeline for tapering and/or discon-
tinuing medication. A plan to switch 
medications should also be in place; 
such a plan should include tapering of 
the first medication before starting 
the second. Additional support for the 
child and/or family may be needed 
during medication transitions.

Children in foster care who demon-
strate symptoms such as severe ag-
gression are also more likely to expe-
rience placement transitions in 
community and residential settings. 
Under these circumstances, there is 
risk of polypharmacy, and it is more 
difficult to assess individual medica-
tions. After any transition that involves 
a new treatment team, both written 
and verbal communication is critically 
important—some medications may 
need to be discontinued (Table 4).

Concluding thoughts
Young adults transitioning out of fos-
ter care may be less inclined to accept 
recommendations from treatment 
providers, if only because they per-
ceive lack of control over their lives. 

They may also have fewer natural 
supports to help them navigate adult 
responsibilities. It is, therefore, im-
portant to inquire about support sys-
tems as well as to acknowledge their 
lived experience and engage them in 
shared treatment decision-making. 

Children in foster care present 
with extra challenges and unique sit-
uations, but with thoughtful assess-
ments and coordination, they can 
have positive outcomes. Psychiatrists 
are in the unique position to provide 
comprehensive clinical care and pol-
icy leadership supporting all chil-
dren’s health and well-being. 
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Take home points
  Children and adolescents in foster care are at higher risk of a broad 

range of psychiatric disorders.
  A comprehensive assessment and careful determination of a differential 

diagnosis is critical to developing an appropriate multidisciplinary 
treatment plan.

  Psychosocial interventions that are trauma-informed and evidenced-
based or promising are key first steps in addressing the needs of 
children and families.

  Psychopharmacological interventions should be considered as second 
line, follow clinical standards for specific diagnoses when possible, 
used sparingly for non-specific symptom reduction, monitored closely 
for benefit and risk, and initiated with a discontinuation plan.

  Psychiatrists, especially child and adolescent psychiatrists, should 
provide leadership within clinical and child welfare systems to ensure 
the highest standards of care for children.

Table 4. Tips for discontinuing medications

  Taper any medication with least evidence of efficacy and/or most 
evidence of risk (eg, second-generation antipsychotics) if uncertain effect 
or sustained stability

  Taper medication prescribed at a supratherapeutic dose without obvious 
justification

  Taper medication prescribed at sub-therapeutic dose or limited evidence 
of efficacy for the condition in question

  Schedule the taper and discontinuation of any medication based on its 
half-life or other pharmacologic properties

  When considering tapering/discontinuing multiple medications, do so one 
at a time to improve ability to monitor adverse responses or return of 
psychiatric symptoms

Source: Bellonci C, Baker M, Huefner JC, Hilt RJ. Deprescribing and its application to child 
psychiatry. Child & Adolescent Psychopharmacology News. 2016;21(6):1-9.
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T
here is increasing interest in pathologically 
healthful eating, so called orthorexia ner-
vosa (ON). Those with the condition devel-
op patterns of dysfunctional eating based 

not on the quantity of food that they eat, but on its 
quality. These individuals report having disrupted 
social interactions and/or are malnourished and/or 
underweight because of their obsession for eating 
healthfully.

Although weight loss may be a favorable fea-
ture of healthful diets, these individuals do not 
have a disrupted body image, nor a drive for thin-
ness. Instead, intake is restricted based on the be-
lief that by eating only certain foods they are 
healthier. ON is not codified by a major classifica-

tion system, such as DSM or International Classi-
fication of Diseases, and it does not meet the crite-
ria for anorexia nervosa (AN), bulimia nervosa 
(BN), or avoidant/restrictive food intake disorder 
(ARFID). Because ON is not an official diagnosis, 
individuals whose healthful eating is causing 
health problems or disruption in daily functioning 
should be given the diagnosis of “other specified 
feeding and eating disorder,” which would have 
been “eating disorder not otherwise specified” be-
fore DSM-5.

A brief history
The term orthorexia nervosa was coined in 1997 by 
the alternative medicine physician Steven Bratman, 
MD, MPH; it is based on the Greek terms “ortho” 
meaning “correct” and “orexis” meaning “appe-
tite” to describe individuals whose drive for 
healthy eating has resulted in malnutrition or so-
cial impairment.1 Bratman describes a period in 
his life where his drive for a diet to help him be 
clear headed and strong drove him to a preference 

for food that had been harvested from the ground 
less than 15 minutes before eating it. When he was 
obsessively scrabbling the ground for vegetables, 
he ultimately realized that his diet—and self-righ-
teousness about it—was leaving him lonely and 
depressed. He also realized that there were others 
with similar behaviors. In 2000 he wrote the book, 
Fast Food Junkies.

With the exception of a JAMA review of Brat-
man’s book, ON was largely unknown to most 
academics and practitioners. Work in the area 
would languish until 2004, when a group of Italian 
investigators published research on what they re-
ferred to as a “maniacal obsession for healthy 
foods.”2 Their work led to a later publication intro-
ducing “ORTO-15,” an instrument designed to 
detect ON. Using this instrument, they suspected 
that roughly 6% of a community sample in Italy 
met the criteria for ON. A blizzard of papers fol-
lowed, all generally trying to estimate the preva-
lence of the condition among different samples. 
Many of these studies were conducted in other 
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countries and required ORTO-15 to be translated 
into other languages.

Much of the work carried out with ORTO-15 
(or a derivative) showed a very high prevalence in 
community samples for a type of disordered eat-
ing that was largely unknown to eating disorder 
specialists. Many of these studies reported an ab-
surdly high prevalence, such as nearly 89% in a 
Brazilian study, 86% in a Spanish sample, and 
69% in a German study.3

Eventually, it became clear that ORTO-15 does 
not truly measure pathologically healthful eating 
and has poor psychometric properties, and it fell 
out of favor with serious ON researchers.4 Most 
studies involving ORTO-15 or a derivative are 
highly suspect. Unfortunately, the bulk of the con-
clusions drawn about ON, in particular its preva-
lence, comes from these studies. 

More recently, a 2017 study identified individ-
uals in a college sample who endorsed excessive 
healthy eating, and highlighted their resulting 
malnutrition/being underweight or significant im-
pairment in social functioning as a consequence of 
the diet. The investigators estimate that the true 
prevalence of ON is less than 1%, which puts it on 
a par with AN and BN but makes it less common 
than binge eating disorder.5

Pathologically “healthy” eating
Case studies in the literature detail patients with 
severe health complications who used diet to con-
trol medical conditions. In one case, profound 
medical complications (including hyponatremia, 
pancytopenia, pneumomediastinum, and pneumo-
thorax) were seen in a 30-year-old man.6 His re-
stricted eating consisted of limited amounts of 
brown rice and fresh vegetables for the exclusive 
purpose of treating a tic disorder.

In a second case, severe malnutrition and a 
body mass index (BMI) of 10.7 were seen in a 
28-year-old woman. To treat her acne, she had 
been eating only uncooked vegetables after slowly 
reducing items she would eat—a nutritionist had 
suggested removing fats from her diet.7

Finally, a third case involved a 28-year-old man 
whose drive for achieving purity and health by diet-
ing resulted in severe malnutrition and a BMI of 
12.3.8 This last case study was notable in that it 
was the first to appear in a mainstream US psychi-
atric journal and the first to codify proposed diag-
nostic criteria in a peer-reviewed publication.

Diagnostic criteria
There are 4 different proposed diagnostic criteria 
sets meant to identify individuals suffering from 
ON; 3 have been developed since 2015. The earli-
est set was developed by a US dietitian in a 
self-published quick reference guide for health 
care providers. It is not in wide circulation, nor has 
it been peer reviewed. There are also criteria de-
veloped by Barthels and her group that are pub-
lished in German.9 The most widely cited criteria 

are those put forth by Moroze and colleagues8 (Ta-
ble 1) and those generated in a later publication by 
Dunn and Bratman3 (Table 2). 

The prominent features of the proposed criteria 
sets are as follows:

    Preoccupation with nutrition or healthy eating 
resulting in malnutrition, health complications, 
being underweight, and/or social impairment;

    Drive for health and not for thinness; no 
disrupted body image;

    Anxiety, even panic, about unhealthy food;

    Guilt or distress after violating diet;

    Insistence on eating a “healthy” diet despite 
resulting medical complications;

    Rigid avoidance of unhealthy foods;

    Unrealistic ideas about how foods can cure 
disease or promote health ;

    Fears about not eating healthfully reduced by 
ritualized preoccupation with food;

    Positive sense of self strongly associated with 
compliance in self-imposed healthy dieting;

    Sense of superiority over others because 
ones own diet is better.

All of the proposed criteria sets include import-
ant exclusions. For example, caution is warranted 
in applying ON in instances where intake is re-

stricted based on food allergy, food intolerance, or 
on religious beliefs. ON would also be an inappro-
priate diagnosis for an individual whose presenta-
tion is due to another psychiatric condition, such 
as someone with schizophrenia that includes delu-
sional beliefs about the benefits of food.

Although ON is distinct from AN, the two share 
significant overlap. Both conditions start with a 
sensible premise. For individuals with AN, it is 
sensible to avoid obesity, and for ON, it is sensible 
to have a healthy diet. In both conditions, however, 
individuals transition to pathological dieting that 
may affect their health or cause clinical impair-
ment. It is our experience that both conditions in-
volve a denial on the part of individuals about the 
functional impairment of their diet and have sig-
nificant obsessive-compulsive features.

Although evidence is lacking, we have ob-
served that traits of perfectionism, inflexibility, 
and extremism (refusing to see other points of 
view) are present in both conditions, as are deeply 
held ideologies that help provide order and struc-
ture to one’s life and help exert control over their 
environment. Finally, based on clinical observa-
tions, both patients with ON and patients with AN 
tend to be achievement oriented and can have cog-
nitive distortions about food.

ON is also different from ARFID. Although pa-
tients with ARFID become malnourished or un-
derweight because of their food intake, the major-
ity of those patients restrict their intake because of 
an aversive experience that they have had with 
food. Aversion is defined in the classical condi-
tioning sense that eating has become paired with a 
noxious experience, such as choking, vomiting, or 
constipation. Less frequently, those with ARFID 
are underweight because of extremely picky eat-
ing, or objections to the sensory properties of 
food. Based on case studies of ON, none of these 

Table 1. Moroze and colleagues’ proposed diagnostic criteria for ONa

Criterion A: Obsessional preoccupation with eating “healthy” foods, focusing on concerns 
regarding the quality and composition of meals (two or more of the following)
1.  Consuming a nutritionally unbalanced diet due to preoccupying beliefs about food “purity”
2.  Preoccupation and worries about eating impure or unhealthy foods and about the impact of food 

quality and composition on physical and/or emotional health
3.  Rigid avoidance of foods believed by the patient to be “unhealthy,” which may include foods 

containing fat, preservatives, food additives, animal products, or other ingredients considered by the 
subject to be unhealthy

4.  For individuals who are not food professionals, excessive amounts of time (eg, ≥3 hours daily) spent 
reading about, acquiring, and/or preparing specific types of foods based on their perceived quality 
and composition

5.  Guilty feelings and worries after transgressions in which “unhealthy” or “impure” foods are 
consumed

6.  Intolerance of others’ food beliefs
7.  Spending excessive amounts of money relative to one’s income on foods because of their perceived 

quality and composition

Criterion B: The obsessional preoccupation becomes impairing by either of the following
1.  Impairment of physical health due to nutritional imbalances, eg, developing malnutrition due to 

unbalanced diet
2.  Severe distress or impairment of social, academic, or vocational functioning due to obsessional 

thoughts and behaviors focusing on patient’s beliefs about “healthy” eating

Criterion C: The disturbance is not merely an exacerbation of the symptoms of another disorder, 
such as OCD, schizophrenia, or other psychotic disorder

Criterion D: The behavior is not better accounted for by the exclusive observation of religious 
food observance, or when concerns with specialized food requirements are in relation to 
professionally diagnosed food allergies or medical conditions

aReprinted with permission from Moroze et al.8

“The investigators estimate that the true prevalence of ON 
is less than 1%, which puts it on a par with AN and BN but  

less common than binge eating disorder.”
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properly accounts for individuals whose “healthy” 
diet is so strict that they become malnourished, 
develop medical complications, or whose social 
functioning is affected.6,8

Treatment approaches
Treating individuals with ON can be difficult. To 
our knowledge, there are no research studies on 
the treatment of ON; thus, no evidence-based 
treatment guidelines are available. Those with the 
condition often do not present themselves for 
treatment. Society seems to praise “healthy eat-
ing” and may not be as concerned about disor-
dered dieting. Moreover, those with ON common-
ly see themselves, and their approach to healthful 
dieting, as being morally superior to others and 
proudly extol their diet.

Those whose health is in peril because of their 
diet present for care because dieting has led to 
malnutrition and subsequent medical complica-
tions. There are other treatment challenges. Not 
only can these individuals have poor insight, they 
are often bombarded with messages about health-
ful eating that contradict treatment options for 
their recovery.

When it comes to treating patients with ON, in-
terventions should be individualized and based on 
the symptoms that are prominent for a given pa-
tient. It is critical to work with a dietitian when set-
ting up a care plan. Cognitive restructuring is likely 
beneficial for dichotomous thinking, overgeneral-
ization, catastrophizing, and other cognitive distor-
tions surrounding food, eating, and health.

Relaxation training may assist with pre- and 
postprandial anxiety. Behavior modification strat-
egies are also helpful. These strategies include 
systematic desensitization (patients gradually 
work up to eating food that causes them anxiety), 
flooding (early on in treatment insisting that pa-

tients eat “unhealthy” food and later process the 
experience), and positive reinforcement (provid-
ing a reward for achieving a goal related to eating).

Flooding is effective with inpatient care, but 
outpatients and day patients tend to respond better 
to systematic desensitization and positive rein-
forcement. These interventions may be useful to 
expand one’s food repertoire, increase socializa-
tion during meals, and diversify activities not 
spent in pursuit of health.

Psychoeducation about empirically validated 
dietetic science may help disabuse patients with 
orthorexia of false food beliefs. Patients with ON 
typically have endless environmental triggers, 
such as coming down with a cold, odd aches or 
pains, and perceived changes in mood and energy 
level. Identifying these triggers can be beneficial. 
For example, the patient can be taught to normal-
ize minor health complications as a typical part of 
life or to avoid following those on social media 
who are fervent about being healthy. Identifying 
and coping with triggers are excellent topics for 
both individual and group psychotherapy.

Dysfunctional family relationships may prompt 
rigid dieting as a coping mechanism for some pa-
tients with ON. Conversely, patients can develop a 
sense of superiority over others and can provoke 
strife by judging their diet choices. Family therapy 
can help manage conflict among family members 
and sometimes deal with the root of family dy-
namics that leads to rigid dieting. Family therapy 
can educate family members about the nature of 
ON and provide coping skills to deal with the pa-
tient’s sense of superiority.

A search through the literature shows only one 
article on using psychiatric medication to treat 
ON. Moroze and colleagues8 were treating a 
young man who had a pathological focus on the 
micronutrient content of his food, including trace 

elements such as copper and molybdenum. He 
was found to perseverate on the purity of the food 
he ate and spoke at length about the magical health 
properties of broccoli. Such a diet led to signifi-
cant weight loss and at the time of admission the 
patient was at 50% of his ideal body weight. After 
psychiatric evaluation, he was started on olanzap-
ine titrated to 10 mg twice a day. Upon discharge, 
the patient’s delusional beliefs about food were 
gone, as were his obsessional thoughts about diet-
ing. (Although olanzapine is not FDA approved 
for the treatment of eating disorders, our psychia-
try colleagues inform us that it is not off label to 
use it to treat delusions.)

Conclusion
Clinicians are probably encountering patients like 
the young woman in the second case. Pathologi-
cally “healthy” eating is a distinct nosological en-
tity that does not meet criteria for either AN or 
ARFID. There are high-risk populations for ON, 
such as athletes and others who are focused on 
being healthy; however, most of those individuals 
will only experience social impairment. On the 
other hand, individuals who view food as medi-
cine are at increased risk for life-threatening med-
ical complications and even death.

Although it is certainly not a common outcome, 
severe malnourishment can develop in some pa-
tients with ON as the diet designed to treat their 
medical condition or promote “good health” be-
comes so restricted that they do not get sufficient 
nutrition to sustain life. An even smaller minority 
of patients succumb to their medical condition be-
cause they avoid mainstream (often curative) treat-
ment, believing their strict diet will lead to a better 
outcome. Given these stakes, there is considerable 
need for additional research and for psychiatrists 
who can diagnose and treat the condition.
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Table 2. Dunn and Bratman’s proposed diagnostic criteria for ONa

Criterion A: Obsessive focus on “healthy” eating as defined by a dietary theory or set of beliefs 
whose specific details may vary; marked by exaggerated emotional distress in relationship to 
food choices perceived as unhealthy; where weight loss may ensue but is conceptualized as an 
aspect of ideal health rather than the primary goal; as evidenced by the following
1.  Compulsive behavior and/or mental preoccupation regarding affirmative and restrictive dietary 

practicesb believed by the individual to promote optimum healthc

2.  Violation of self-imposed dietary rules causes exaggerated fear of disease, sense of personal 
impurity and/or negative physical sensations, accompanied by anxiety and shame

3.  Dietary restrictions escalate over time and may come to include elimination of entire food groups 
and involve progressively more frequent and/or severe “cleanses” (partial fasts) regarded as purifying 
or detoxifying; this escalation commonly leads to weight loss but the desire to lose weight is absent, 
hidden, or subordinated to ideation about health

Criterion B: The compulsive behavior and mental preoccupation becomes clinically impairing by 
any of the following
1.  Malnutrition, severe weight loss, or other medical complications from restricted diet
2.  Intrapersonal distress or impairment of social, academic, or vocational functioning secondary to 

beliefs or behaviors about healthy diet
3.  Positive body image, self-worth, identity, and/or satisfaction excessively dependent on compliance 

with self-defined “healthy” eating behavior
aReprinted with permission from Dunn and Bratman.3

bDietary practices may include use of concentrated “food supplements.”
cExercise performance and/or fit body image may be regarded as an aspect or indicator of health.

Posttest, credit request forms, and activity evaluations must be completed online at https://education.gotoper.com/activity/ptcme20may (requires 
free account activation), and participants can print their certificate or statement of credit immediately (80% pass rate required). This website supports all 
browsers. For PER®’s privacy policy, please visit https://www.gotoper.com/privacy.

PLEASE NOTE THAT THE POSTTEST IS AVAILABLE ONLINE ONLY ON THE 20TH OF THE MONTH OF ACTIVITY ISSUE AND FOR 18 MONTHS THEREAFTER.
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Psychiatrists
Bronx, NY    

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

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

Opportunities are currently available for the following:
• Inpatient Attendings
• Director of Psychiatry Emergency Services
• Attending Psychiatrist – Emergency Room 
• Attending Psychiatrist – Partial Hospital Program

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

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

www.pagny.org

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

Psychiatrists
Bronx, NY    

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

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

Opportunities are currently available for the following:

  • Consultation Liaison Director

  • Consultation Liaison Associate Director

• Inpatient Attendings

• Attending Psychiatrist CPEP

• Child Psychiatrist CPEP

Moonlighting opportunities also available!

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

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

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

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

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

INPATIENT · OUTPATIENT

FIND YOUR  
CAREER  
BALANCE IN  
CALIFORNIA

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

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

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

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

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

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

• Multiple avenues for advancement 
and professional development

• Flexible work schedules 

• Unparalleled work-life balance

• Highly competitive benefits

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

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

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

VISIT:
Psychiatristjobs.la

Make a 
DIFFERENCE  

for those 
who need it 
THE MOST.

Our Work  
Matters

PSYCHIATRISTS
For clinical staff and leadership positions

 
 

 

 

The State of New Jersey is an Equal Opportunity Employer

wellness recovery prevention
laying the foundation for healthy communities, together

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

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

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

health care
•	 University	affiliations/opportunities	to	work	with	forensic	

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

packages	for	full-time	positions

Candidates must possess N.J. 
medical license

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

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

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

UMass Memorial Health Care

U M ass M emorial Health Care and the U niversity of M assachu setts M edical 
School cu rrently have openings within the D epartment of Psychiatry.

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

Our residency program trains 7 residents per year, including general psychiatry and spe-
cialty tracks for combined adult and child psychiatry and combined neurology. W e offer 
fellowships in Child and Adolescent Psychiatry, Addiction Psychiatry, Forensic Psychiatry, 
N europsychiatry, and Adult Developmental Disabilities. Interested candidates should send 
their curriculum vitae addressed to Dr. Sheldon Benj amin. 

F acility M edical D irector 
( Cape Cod and Islands M ental Health Center, Pocasset, M A)

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

F u ll- Time Inpatient Psychiatrist 
( Cape Cod and Islands M ental Health Center, Pocasset, M A)  

W ork closely with two psychiatric APRN s, a consulting internist, and a 
multidisciplinary team.

F u ll- Time Inpatient Psychiatrist ( Tau nton State Hospital, Tau nton, M A)  
Inpatient services while providing acute clinical care

F u ll- Time Psychiatrist ( B rock ton M u lti- Service Center, B rock ton, M A)  
Outpatient services.

Inpatient Psychiatrist ( W orcester Recovery Center and Hospital, W orcester, M A)
Be part of a person centered, recovery oriented multidisciplinary team that strives to 

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

F or additional information, please contact:
M arie Hob art, M D , Vice Chair, Pu b lic Sector Psychiatry 

marie.hob art@u massmed.edu
Interested applicants shou ld apply directly at 

https: / / academicj ob sonline.org/ aj o/ U M ASSM E D / Psych
( J- 1 and H- 1B  candidates are welcome to apply)

Chief M edical O fficer ( CHL , W orcester, M A)
Supervision of a large group of professionals and participation in 

development efforts serving > 22,000 individuals each year.
M edical D irector ( Adu lt Inpatient Psychiatry, PTRC, W orcester, M A)

Provide psychiatric and medical supervision and direction to mental 
health and substance abuse services to a 26-bed locked unit. 

M edical D irector ( Adu lt Inpatient Psychiatry, M arlb orou gh, M A)
Provide psychiatric and medical supervision and 

direction to a 22-bed behavioral health unit. 
Adu lt Inpatient Attending Psychiatrist ( PTRC, W orcester, M A)  

Inpatient services while providing acute clinical care
G eneral Adu lt O u tpatient Psychiatrist ( W orcester, M A)

Outpatient services while providing behavioral healthcare services. 

Interested applicants shou ld su b mit a letter 
of interest and cu rricu lu m vitae addressed to  

Sheldon B enj amin, M D :
c/ o:  Je ssica Saintelu s, Physician Recru iter

J essica.Saintelu s@u massmemorial.org
http: / / j ob s.j ob vite.com/

u massmemorialmedicalgrou pphysicians/ 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 faculty. This is a clinician-educator position (non-tenured) 
with both outpatient and hospital based responsibilities that can be 
individually defi ned to optimize the growth of our ideal candidates 
career.  The position will include teaching and supervision of residents, 
medical students, fellows and other trainees, in a variety of clinical set-
tings. The applicant must be a Doctor of Medicine and have completed 
an ACGME (Accreditation Council for Graduate Medical Education) 
accredited residency in Psychiatry. The applicant must possess or be 
eligible for an unrestricted license to practice medicine in the State 
of New Jersey and an unrestricted Drug Enforcement Administration 
license with addiction waiver. Candidate must also be Board-certifi 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 emerg-
ing Addiction Medicine and Geriatric Fellowship on the horizon. We 
have a variety of opportunities available across the largest healthcare 
network in New Jersey, including Carrier Clinic, Hackensack Univer-
sity 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 in-
cludes ECT, TMS, and Ketamine treatment. 

Please visit our website at 
www.hackensackmeridianhealth.org/

services/behavioral-health.

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

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

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

The School of Medicine will be the anchor in the development of a comprehensive health 
sciences campus that will also include research facilities and biotechnology endeavors – all in 
service of educating tomorrow’s doctors, discovering novel therapies, and facilitating compas-
sionate 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 & Be-
havioral Health at the Hackensack Meridian School of Medicine at Seton Hall University. “Our 
new psychiatry residency program will improve clinical care and ultimately encourage future 
health care leaders to build practices in the Jersey Shore area,’’

• Hackensack University Medical Center
• Carrier Clinic
• Riverveiw Medical Center
• Jersey Shore Univeristy Medical Center

• Raritan Bay MedicalCenter
• JFK Medical Center
• Ocean Medical Center

Department of Psychiatry
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 Spring into 
Opportunities 
with Wexford of Indiana

To learn more, please contact:
Janet Blue, Provider Recruiter
Call: 630-701-8913 
Email: jblue@wexfordhealth.com

Wexford of Indiana is currently recruiting for board-certified 
Psychiatrists and Mental Health PA/NPs looking to make a 
difference. Use your education and experience to improve the 
lives of underserved individuals; and be part of a successful and 
dedicated team. Contact our provider recruiter today to learn 
about a career in correctional health care.

Make a difference in someone's life.

NOW HIRING
Psychiatrists & 
Mental Health  

PA/NPs  
throughout Indiana

ASK ME  
ABOUT OUR  

SIGN-ON BONUSES 
& REFERRAL 
PROGRAM

Apply online at jobs.wexfordhealth.com

 

 

 

Benefits: 
 

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

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

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

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

commuting distance of most major cities.            

For more information, contact 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. 
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CALIFORNIA

 
www.scvmc.org 

www.sccmhd.org 
PSYCHIATRIST

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

Full benefits & retirement 
(Above annual salary includes 

additional pay for Board Certification 
and Acute Settings)

Santa Clara Valley Health and 
Hospital System, a public healthcare 

system in the heart of Silicon Valley, is 
seeking BE/BC psychiatrists & PGY-

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

services, inpatient psychiatric services, 
outpatient behavioral health clinics, 

and custody health programs. 
Opportunities for additional 

moonlighting also exist within our 
healthcare system.

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

comprehensive healthcare resources to 
a large and diverse patient population. 

Psychiatrists are part of a robust team 
of staff that work in collaboration with 

other medical specialties to provide 
integrated health care to patients.

Psychiatrists are eligible for numerous 
benefits including 7 weeks of annual 

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

CalPERS retirement plan.

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

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

Dr. Tiffany Ho 
Behavioral Health Medical Director 

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

The County of Santa Clara is an Equal 
Opportunity Employer

 
Outpatient Psychiatry Opportunity 

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

Addiction and Psychosomatic Medicine) 

positions in a multidisciplinary, recovery-
oriented clinical setting. Services are 

provided either on-site or using a hybrid 
model of on-site and tele-psychiatry 
practice. The positions offer a very 

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

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

comprehensive health insurance; up to 
three retirement and pension programs; 35 

days of vacation and CME time that 
increase with tenure. Signing and moving 

bonuses are also available.  
Interested J-1 and H-1B candidates are 

welcome to apply.  
Fax your CV to 209-468-2399 or email to 

BHSadministration@sjcbhs.org. EOE

 

The doctors of TRADITIONS 
BEHAVIORAL HEALTH are the largest 
provider of MD psychiatric services to adult 
populations all over California and also now 
in WA and NV!  We provide services to the 
seriously and persistently mentally ill and 
have openings in the San Francisco Bay 
Area, Santa Barbara, San Diego, Los 

Angeles, Reno and Seattle. Overall we plan 
to add 50 more Fulltime psychiatrists to 
bring our medical staff team to 400 
psychiatrists. Our packages vary from a 
minimum of $300,000 per year plus 
$10,000 in bonuses and a benefit package 
valued at approximately $90,000, to up to 
$500,000, for the industrious physician. 
Our generous benefit package includes over 
6 weeks paid time off per year. If you are 
creative and think outside the box, if you 
value diversity and cultural competency, if 
you like innovative programs that are patient 
driven, using a rehabilitative, rather than 
illness model, if you want more time to 
work with patients, to get the best results, 
then TBH is the company for you. To learn 
more about the specific job openings and 
salary and benefit packages, check out our 

Website at: 
www.tbhcare.com or Email your letter of

interest and CV to our company VP of 
Recruitment, Derek Sawyer at: 

Derek@tbhcare.com 
TBH is an equal opportunity employer 

 
Psychiatrist Position

Excellent Opportunity in California

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

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

Diego, 90 miles south of Palm Springs, 60 

Inpatient Psychiatrist Opportunities 
Cambridge Health Alliance (CHA)

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

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

•  Manageable call coverage

•  Fully integrated electronic medical record (EPIC) is utilized

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

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

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

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

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

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

Pain Management Medical Director 
Somerville, MA  •  Cambridge Health Alliance

Cambridge Health Alliance, a Harvard Medical School and Tufts University 
School of Medicine teaching affiliate, is an award-winning health system based 
in Cambridge, Somerville, and Boston’s metro-north communities. We provide 
innovative primary, specialty and emergency care to our diverse patient 
population through an established network of outpatient clinics and two full 
service hospitals.  

Cambridge Health Alliance is seeking a Medical Director of Pain Management 
at our Somerville Hospital location to provide strategic direction to our newly 
developed pain management service line. The Medical Director will apply 
leadership skills to direct and practice in an integrative pain model of care 
within a leading academic community health care system. 

The incoming Medical Director will have an active Massachusetts medical 
license and completed an ACGME accredited Fellowship in Pain 
Management. Proven leadership and clinical program development 
experience, as well as, experience with holistic chronic pain management, in-
office interventional procedures, and delivery of compassionate, patient-centric 
care are essential. 

CHA utilizes fully integrated EMR (Epic) and offers competitive compensation 
packages and comprehensive benefits for our employees and their families. 
Ideal candidates will have a strong commitment to providing high quality care 
to our multicultural community of underinsured patients.

To learn more and confidentially apply please visit www.CHAproviders.org.  To 
submit CV/cover letter directly, please email ProviderRecruitment@challiance.
org.  CHA’s Department of Provider Recruitment may be reached by phone at 
(617) 665-3555 or by fax at (617) 665-3553.

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

FLORIDA

UNIVERSITY OF MIAMI, 
DEPARTMENT OF PSYCHIATRY

SYLVESTER COMPREHENSIVE 
CANCER CENTER

EXCEPTIONAL PSYCHIATRY 
OPPORTUNITY

Consultation-Liaison Psychiatrist

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

JOB DESCRIPTION
Providing psychiatric consultation-liaison 
services in either inpatient, outpatient or 
both oncology settings across the oncology 
enterprise
Participation as a member of the 
Department of Psychiatry and Behavioral 

Sciences
Participating in teaching activity for 
advanced trainees to ensure the highest 
level of educational excellence.

QUALIFICATIONS OF THE 
PSYCHIATRIST
•  Board certification in Psychiatry.

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

COMPENSATION & BENEFITS 
This dynamic position commands an 
extremely competitive salary enhanced by 
an attractive benefits package, including but 
not limited to:
•  Competitive compensation including 

bonus programs, vacation 

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

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

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

mrueda2@med.miami.edu

IDAHO

Seeking a Psychiatrist
Growing mental health practice in Boise,
Idaho is seeking a full-time Psychiatrist 

(MD/DO) to join our practice.

• Great Location, near nature
• Medication Management with Therapy
• Depression, Anxiety, PTSD, ADHD etc.
• Out-patient, no call or weekends
• $250,000 - $400,000 per Year

Email: 
AlexWillsMD@permamentalhealth.net

MASSACHUSETTS

Psychiatrist – Outpatient Only –
 Cape Cod Healthcare

LIVE AND WORK OCEANSIDE!!

Immediate full time opening for BC/BE 
psychiatrist. Responsibilities include 

evaluations and follow-up appointments for 
adult psychiatric patients requiring 

medication management. 

40 hour-per-week position in our outpatient 
clinic in Hyannis, MA.  Schedule is 

Monday through Friday.  Must also work 
one weeknight on-call.  No weekend on-call 

duty is required but available if interested 

with extra compensation attached.

Consultation/collaboration with other 
clinical staff on shared cases as needed. This 
will be an employed position by Cape Cod 

Healthcare with a generous base salary, 
sign-on bonus, and relocation support.

Please take some time to look at the Cape 
Cod Healthcare website at www.
capecodhealth.org/recruitment 

Enjoy coastal living at its best!  Miles of 
sandy beaches for your enjoyment, quaint 
villages, and beautiful sunsets over Cape 

Cod Bay make this a great place to practice 
medicine and enjoy the amenities the Cape 
has to offer.  It is truly a wonderful place to 

live and work

If you are interested in speaking further 
about our position, please email me your 

CV and the best day/time you are available 
to talk.  

Jolia Georges
Director of Physician Recruitment

Phone: 508-862-5481
Email: jgeorges@capecodhealth.org

NEW HAMPSHIRE

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

seeks a Child/Adolescent Psychiatrist to join 
a staff of ten psychiatrist sand 4 APRN’s, for 

outpatient care.  Vibrant collegial 
atmosphere with competitive salary.

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

 EOE M/F

NEW YORK

We are seeking a full time attending 
psychiatrist (M-F: 12p-8p) to provide 

clinical leadership and direct care for our 
busy Evaluation and Admissions unit at 
South Oaks Hospital in Amityville, NY.   

The ideal candidate is an energetic leader 
with excellent clinical, teaching, supervisory 
and interpersonal skills who is comfortable 

leading a multidisciplinary team of 
clinicians.   South Oaks Hospital is located 

on the Nassau/Suffolk border in NY and is a 
member of the Northwell Health system. 

Job Requirements:  NYS License to 
practice medicine, ACGME approved 

residency training with Board eligible in 
Psychiatry required, Board Certified in 

Psychiatry preferred.  Excellent 
communication skills required.  New 

graduates with leadership potential are 
welcome to apply.

BC Candidates are eligible to apply for a 
faculty appointment with the Zucker 

School of Medicine at Hofstra / Northwell. 
Additionally, Northwell encourages 

enrollment in any of the several faculty 
development opportunities that are offered 

by the system.   Northwell health offers 
physicians an exceptional benefit package. 

For more information, please call 
(631) 608-5102, or email your CV to 

yhassoun@northwell.edu or 
fax to (631) 264-5259.

Retiring psychiatrist seeks to pass on her 
general psychiatry practice for patients 

aged adolescent thru geriatric to a caring, 
experienced successor.

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

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

OHIO

Clinical Neuroscience of Mood 
Disorders Fellowship is looking to 

fill an available position. 

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

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

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

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

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

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

agents and strategies.  

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

VIRGINIA

The Mann Grandstaff VA Medical Center in 
Spokane, Washington is looking for a 
psychiatrist to serve as Chief of the 

Psychiatry Section.

The Section Chief is responsible for direct 
patient care, assuring the overall quality and 
efficiency of psychiatric services, advising 

the Behavioral Health Service Chief on 
matters related to psychiatric service 
provision, and is the supervisor for 15 

physicians and nurse practitioners, as well 
as a PA and a clinical pharmacy specialist.

The Mann Grandstaff VAMC consistently 
rates very highly in the VA’s annual staff 

satisfaction and patient satisfaction surveys.

Please contact
Gregory Winter, MD,

Psychiatry Section Chief
Gregory.Winter2@va.gov

509-434-7389
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Brief Summary: for full Prescribing Information and Patient Information, 
refer to package insert.
INDICATION AND USAGE
INGREZZA® (valbenazine) capsules is indicated for the treatment of adults with tardive dyskinesia.

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

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

ADVERSE REACTIONS
The following adverse reactions are discussed in more detail in other sections of the labeling:
• Hypersensitivity
• Somnolence
• QT Prolongation
• Parkinsonism
Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of 
another drug and may not re�ect the rates observed in practice.

Variable and Fixed Dose Placebo-Controlled Trial Experience

The safety of INGREZZA was evaluated in 3 placebo-controlled studies, each 6 weeks in duration 
(�xed dose, dose escalation, dose reduction), including 445 patients. Patients were 26 to 84 years 
of age with moderate to severe tardive dyskinesia and had concurrent diagnoses of mood disorder 
(27%) or schizophrenia/schizoaffective disorder (72%). The mean age was 56 years. Patients were 
57% Caucasian, 39% African-American, and 4% other. With respect to ethnicity, 28% were Hispanic 
or Latino. All subjects continued previous stable regimens of antipsychotics; 85% and 27% of 
subjects, respectively, were taking atypical and typical antipsychotic medications at study entry.
Adverse Reactions Leading to Discontinuation of Treatment
A total of 3% of INGREZZA treated patients and 2% of placebo-treated patients discontinued because of 
adverse reactions.
Common Adverse Reactions
Adverse reactions that occurred in the 3 placebo-controlled studies at an incidence of ≥2% and 
greater than placebo are presented in Table 1.

Table 1:   Adverse Reactions in 3 Placebo-Controlled Studies of 6-week  
Treatment Duration Reported at ≥2% and >Placebo

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

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

DRUG INTERACTIONS
Drugs Having Clinically Important Interactions with INGREZZA
Table 2:  Clinically Significant Drug Interactions with INGREZZA

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

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

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

for oral use

Monoamine Oxidase Inhibitors (MAOIs)
Clinical Implication: Concomitant use of INGREZZA with MAOIs may increase the 

concentration of monoamine neurotransmitters in synapses, 
potentially leading to increased risk of adverse reactions such as 
serotonin syndrome, or attenuated treatment effect of INGREZZA.

Prevention or  
Management:

Avoid concomitant use of INGREZZA with MAOIs.

Examples: isocarboxazid, phenelzine, selegiline

Strong CYP3A4 Inhibitors
Clinical Implication: Concomitant use of INGREZZA with strong CYP3A4 inhibitors 

increased the exposure (Cmax and AUC) to valbenazine and its active 
metabolite compared with the use of INGREZZA alone. Increased 
exposure of valbenazine and its active metabolite may increase the 
risk of exposure-related adverse reactions.

Prevention or  
Management:

Reduce INGREZZA dose when INGREZZA is  
coadministered with a strong CYP3A4 inhibitor.

Examples: itraconazole, ketoconazole, clarithromycin

Strong CYP2D6 Inhibitors
Clinical Implication: Concomitant use of INGREZZA with strong CYP2D6 inhibitors 

may increase the exposure (Cmax and AUC) to valbenazine’s active 
metabolite compared with the use of INGREZZA alone. Increased 
exposure of active metabolite may increase the risk of exposure-
related adverse reactions.

Prevention or  
Management:

Consider reducing INGREZZA dose based on tolerability when 
INGREZZA is coadministered with a strong CYP2D6 inhibitor.

Examples: paroxetine, �uoxetine, quinidine

Strong CYP3A4 Inducers
Clinical Implication: Concomitant use of INGREZZA with a strong CYP3A4 inducer 

decreased the exposure of valbenazine and its active metabolite 
compared to the use of INGREZZA alone. Reduced exposure of 
valbenazine and its active metabolite may reduce ef�cacy.

Prevention or  
Management:

Concomitant use of strong CYP3A4 inducers with INGREZZA is not 
recommended.

Examples: rifampin, carbamazepine, phenytoin, St. John’s wort1

Digoxin
Clinical Implication: Concomitant use of INGREZZA with digoxin increased digoxin levels 

because of inhibition of intestinal P-glycoprotein (P-gp).

Prevention or  
Management:

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

Adverse Reaction1 INGREZZA  
(n=262) (%)

Placebo  
(n=183) (%)

General Disorders
Somnolence (somnolence, fatigue, sedation) 10.9% 4.2%

Nervous System Disorders
Anticholinergic effects (dry mouth, constipation, 
disturbance in attention, vision blurred, urinary retention)

5.4% 4.9%

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

4.1% 2.2%

Headache 3.4% 2.7%

Akathisia (akathisia, restlessness) 2.7% 0.5%

Gastrointestinal Disorders
Vomiting 2.6% 0.6%

Nausea 2.3% 2.1%

Musculoskeletal Disorders
Arthralgia 2.3% 0.5%

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

INGREZZA is a registered trademark 
of Neurocrine Biosciences, Inc.
CP-VBZ-US-0203v4   07/19

PSY0520_CV3-CV4_Ingrezza.indd   333 4/24/20   9:59 AM



IN ADULT PATIENTS WITH TARDIVE DYSKINESIA (TD)

Choose INGREZZA 
for results you can see1

INGREZZA® (valbenazine) capsules reduced TD severity at 6 weeks, 
with results you can start to see as early as 2 weeks¹-³

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

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

WARNINGS & PRECAUTIONS
Somnolence
INGREZZA can cause somnolence. Patients should not perform 
activities requiring mental alertness such as operating a motor 
vehicle or operating hazardous machinery until they know how 
they will be aff ected by INGREZZA.

QT Prolongation
INGREZZA may prolong the QT interval, although the degree of 
QT prolongation is not clinically signifi cant at concentrations 
expected with recommended dosing. INGREZZA should be 
avoided in patients with congenital long QT syndrome or with 
arrhythmias associated with a prolonged QT interval. For patients 
at increased risk of a prolonged QT interval, assess the QT 
interval before increasing the dosage.

WARNINGS & PRECAUTIONS (continued)
Parkinsonism
INGREZZA may cause parkinsonism in patients with tardive 
dyskinesia. Parkinsonism has also been observed with other
VMAT2 inhibitors. Reduce the dose or discontinue INGREZZA 
treatment in patients who develop clinically signifi cant
parkinson-like signs or symptoms.

ADVERSE REACTIONS
The most common adverse reaction (≥5% and twice the rate 
of placebo) is somnolence. Other adverse reactions (≥2% and 
>Placebo) include: anticholinergic eff ects, balance disorders/falls, 
headache, akathisia, vomiting, nausea, and arthralgia.

You are encouraged to report negative side eff ects of prescription 
drugs to the FDA. Visit MedWatch at www.fda.gov/medwatch or 
call 1-800-FDA-1088.

Please see the adjacent page for Brief Summary of Prescribing 
Information and visit www.INGREZZAHCP.com/PI for full 
Prescribing Information.

©2020 Neurocrine Biosciences, Inc. All Rights Reserved. CP-VBZ-US-1040   02/2020

REFERENCES: 1. INGREZZA [package insert]. San Diego, CA: Neurocrine Biosciences, Inc; 
2019. 2. Hauser RA, Factor SA, Marder SR, et al. KINECT 3: a phase 3 randomized, double-
blind, placebo-controlled trial of valbenazine for tardive dyskinesia. Am J Psychiatry. 
2017;174(5):476-484. 3. Data on fi le. Neurocrine Biosciences, Inc.

Not an actual patient

See how INGREZZA reduced TD severity in patients at INGREZZAHCP.com/results
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