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Culture Wars, COVID-19, and Countertransference
What America’s Cultural Rifts Might Mean for Psychiatry

Mental Health Parity in the US
Have We Made Any Real Progress?

» Ronald W. Pies, MD

A fter what seemed like a period 
of relative national unity in the 
face of the COVID-19 pandem-

ic, we now find wide cultural rifts 
emerging in the American landscape. 
As reported recently by CNN: 1

Divisions have emerged along 
a timeworn North vs. South 
divide, on ideological and ge-
ographical grounds national-
ly and within states, and on 
the level of respect accorded 
by political leaders to epide-
miological science.

Furthermore, we have witnessed 
what the New York Times called “a 
rash of well-organized protests 
against state restrictions” in several 
US cities, revealing that “not every-
one is on board with the new, govern-
ment-mandated limits on public as-
sembly and economic activity.”2 

Reports in the New York Times and 
other sources indicate that these pro-
tests are not of grassroots origin but 
are driven, at least in part, by “an in-
formal coalition of influential con-
servative leaders and groups.”3

 According to Timothy J. Lombar-
do, PhD, a history professor at the 
University of South Alabama, these 
protests reflect “an underlying rage at 

» Ali Shana

Are we living up to the ideals and standards pro-
posed by the 2008 Mental Health Parity and Ad-
diction Equity Act (MHPAEA)? According to 
some recent reports and measures, the answer is 
no. Mental health parity is a straightforward con-
cept: insurance coverage for mental health condi-
tions, including substance abuse disorder (SUD) 
treatment, should be equal to coverage for any 
other medical conditions. While the MHPAEA 
codified the idea in federal and state law, its im-
plementation has proved difficult. 

Reviewing the report cards
In late 2019, Milliman1 released a report card of 
sorts looking at the status of mental health parity 
based on insurance information. In the 140-page 
research report, Addiction and Mental Health vs. 
Physical Health: Widening Disparities in Network 
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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

SHE THOUGHT 
HER DEPRESSION 

SYMPTOMS  
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GET BETTER
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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].
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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
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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

Here Comes 
Summer
J

une means the arrival of summer. When we were young, the 

very word summer instilled excitement. It was a time of free-

dom—from school, homework, and strict schedules; freedom 

from cold weather, early dark evenings, and being stuck inside. And 

it meant freedom to wander and freedom to take family vacations.

Hopefully, June 2020 will bring us a new sense of freedom, as we 

make progress in the fight against COVID and the possibility of return-

ing to a more normal life. Already, states and regions are starting to 

open up, and there is a promise of beach visits, intimate barbecues, and 

even (virtual) ballgames. We may need to be cautious as we dip our 

feet back into the waters of the world, but the teases of summer free-

dom are there.

Although the shadows that the pandemic casts on this summer will 

mean things will be different, different is not necessarily bad. The pan-

demic has helped us find silver linings. For example, the necessity of 

telepsychiatry use has increased its acceptance and this, in turn, is mak-

ing psychiatric care more accessible to patients. Similarly, since there are 

ways in which this technology can enhance patient care, it could become 

an important tool alongside in-office care as the country reopens. If you 

are interested in learning more, I invite you to read about the tools and 

tricks that were discussed in Psychiatric Times’ recent webinar on telep-

sychiatry during COVID-19 and beyond; if you were unable to join us 

for the webinar, you can read the highlights on page 18.

The pandemic has also placed a spotlight on psychiatric care, as the 

country begins to better understand the importance of mental health in 

addition to physical health. This new dialogue may lead to advance-

ment in mental health parity, which is sorely needed in this country. 

Our cover story reviews the progress that we have made since the 

passing of the 2008 Mental Health Parity and Addiction Equity Act 

and the challenges that remain.

As we ponder our summer freedoms, this month’s Special Report 

explores the freedom of pre-conceived notions so we can think creative-

ly about psychosis. For example, Patrick D. McGorry, MD, PhD, ex-

plains how a staging philosophy adds utility and sophistication to treat-

ment selection, involving timing, sequence, intensity, and therapeutic 

variety. Patricia E. Deegan, PhD, challenges psychiatry to redefine the 

term recovery as well as the tools used in achieving this treatment goal. 

Leveraging her experiences as a clinician as well as a patient, Dr Deegan 

provides insights into engaging and empowering patients with goals and 

preferences that are important to them.

As always, this issue is packed with practical clinical articles and 

timely commentary to keep you connected to the field and to help you 

care for your patients. And, you are free to read more and explore on-

line at psychiatrictimes.com. ❒

Mike Hennessy Sr
Chairman and Founder, MJH Life Sciences

SECTION EDITORS
Addiction & Substance Disorders: Cornel Stanciu, MD 

Book Reviews: Howard L. Forman, MD

Climate Change: Elizabeth Haase, MD

Digital Psychiatry: John Torous, MD

Ethics: Cynthia M. A. Geppert, MD, MA, MPH, MSBE, DPS, FAPM

Mood Disorders: Chris Aiken, MD and James Phelps, MD

Neuropsychiatry: Rajesh R. Tampi, MD, MS

Psychosomatics/C&L Psychiatry:  James A. Bourgeois, MD

Schizophrenia & Psychosis: Brian Miller, MD

EDITORIAL
Associate Editorial Director .................... Heidi Anne Duerr, MPH
Executive Editor ................................................Natalie Timoshin
Senior Digital Managing Editor .............................Laurie Martin
Creative Director .................................................Robert McGarr
Senior Art Director ............................................... Nicole Slocum
Graphic Designer .................................................. Maia Thagard

For comments, suggestions, or questions, contact the  
editorial staff by e-mail at: PTEditor@mmhgroup.com

Articles are invited. If you would like your work to be considered for 
publication, please send an Abstract to PTEditor@mmhgroup.com.

ADVERTISING INFORMATION
Executive Vice President .........................................Brian Haug
 bhaug@mmhgroup.com

Group Publisher .................................................... Aviva Belsky
 abelsky@mmhgroup.com

Associate Publisher.................................................Erik Hogger
 ehogger@mmhgroup.com

Classified Sales Manager ........................................ Jules Leo
 jleo@mmhgroup.com

CORPORATE
Chairman and Founder ................................ Mike Hennessy Sr

Vice Chairman ...................................................Jack Lepping

President and CEO ......................................Mike Hennessy Jr

Chief Financial Officer .......................... Neil Glasser, CPA/CFE

Executive Vice President, Operations ..................... Tom Tolvé

Executive Vice President,  ............................... Joe Petroziello
Global Medical Affairs and Corporate Development

Senior Vice President, Content ............................ Silas Inman

Senior Vice President,  ....................................John Moricone
I.T. & Enterprise Systems

Senior Vice President,  ...........................................Joy Puzzo
Audience Generation & Product Fulfillment

Vice President, ...........................................Shari Lundenberg
Human Resources & Administration

Vice President, Business Intelligence .............Chris Hennessy

Executive Creative Director, Creative Services ......Jeff Brown

READER’S GUIDE
HOW TO REACH US
2 Clarke Drive, Suite 100 Cranbury, NJ 08512
E-mail: PTEditor@mmhgroup.com
Online www.PsychiatricTimes.com

SUBSCRIPTION SERVICES
As a practicing psychiatrist in clinical care, you are eligible for  
a complimentary subscription. To qualify, you must be a  
psychiatrist in direct patient care with your specialty registered as 
psychiatry with the American Medical Association. To order your 
subscription, call 888-527-7008.

Individual Subscription:  One Year: $59  Two Years: $79

International & Canadian Sub scrib ers: One Year: $120  Two Years: $189

Libraries and Institutions: One Year: $120  Two Years: $200

Your subscription includes 12 exciting issues per year. 

Paid Subscriptions 
Contact Customer Service at
E-mail: mmhinfo@mmhgroup.com 

Privacy 
Our privacy policy can be found at www.mjhlifesciences.com/

Back Issues Psychiatric Times offers a large selection 
of back issues. Contact Customer Service at
E-mail: mmhinfo@mmhgroup.com

Change of Address Contact Customer Service at: 
E-mail: mmhinfo@mmhgroup.com 

Earn Credit Online You can earn category 1 credit  
online at www.PsychiatricTimes.com/cme

Financial disclosures for all Editorial Board Members can be found 
at www.psychiatrictimes.com

EDITORIAL BOARD
Editors in Chief Emeriti
John L. Schwartz, MD | Founder

Ronald Pies, MD
Emeritus Professor of Psychiatry, SUNY Upstate Medical Center, 
Syracuse, and Tufts University School of Medicine

James L. Knoll IV, MD
Director of Forensic Psychiatry, Professor of Psychiatry, 
SUNY Upstate Medical University, Syracuse

Allan Tasman, MD
Professor and Emeritus Chair, Department of Psychiatry and 
Behavioral Sciences, University of Louisville School of Medicine

Deputy Editor in Chief Emeritus
Michelle B. Riba, MD, MS
Professor, Integrated Medicine and Psychiatric Services; Associate 
Director, Comprehensive Depression Center; Director, PsychOncology 
Program; Director, Psychosomatic Fellowship Program, University of 
Michigan

John J. Miller, MD | Editor in Chief
Medical Director, Brain Health, Exeter, NH
Staff Psychiatrist, Seacoast Mental Health Center

Renato D. Alarcón, MD, MPH
Emeritus Professor, Mayo Clinic College of Medicine

Richard Balon, MD
Professor of Psychiatry, Wayne State University

Robert J. Boland, MD
Vice Chair for Education, Department of Psychiatry, Brigham  
and Women’s Hospital/Harvard Medical School

Peter F. Buckley, MD
Dean, School of Medicine Virginia Commonwealth University

Raymond Young-Jin Cho, MD
Associate Professor, Department of Psychiatry and Behavioral 
Science Baylor College of Medicine

Gregory Eghigian, PhD
Professor of Modern History, Penn State University

Michael B. First, MD
Professor of Clinical Psychiatry, Columbia University

Tony P. George, MD
Professor of Psychiatry, University of Toronto

Cynthia M. A. Geppert, MD, MA, MPH, MSBE, DPS, FAPM
Professor of Psychiatry, Director of Ethics Education, 
University of New Mexico School of Medicine

Thomas G. Gutheil, MD
Professor of Psychiatry, Harvard Medical School

Jerald Kay, MD
Emeritus Professor of Psychiatry, Wright State University

Thomas Kosten, MD
JH Waggoner Chair and Professor of Psychiatry, Neuroscience, 
Pharmacology, Immunology & Pathology, Baylor College of Medicine

Helen Lavretsky, MD, MS
Professor of Psychiatry and Biobehavioral Sciences, 
David Geffen School of Medicine at UCLA

Carl P. Malmquist, MD, MS
Professor of Social Psychiatry, University of Minnesota

Brian Miller, MD, PhD, MPH
Associate Professor, Augusta University, Augusta, GA

H. Steven Moffic, MD
Professor of Psychiatry and Behavioral Medicine and  
Family and Community Medicine, Medical College of Wisconsin

Philip Muskin, MD
Chief of Consultation-Liaison Psychiatry at the Columbia University 
Medical Center, New York-Presbyterian Hospital 
Professor of Psychiatry, Columbia University Psychoanalytic  
Center for Training and Research

David N. Osser, MD 
Associate Professor of Psychiatry, Harvard Medical School

Katharine A. Phillips, MD
Professor of Psychiatry, DeWitt Wallace Senior Scholar at Weill 
Cornell Medical College and Attending Psychiatrist at New York-
Presbyterian Hospital

Phillip J. Resnick, MD
Professor of Psychiatry and Director, Division of Forensic 
Psychiatry, Case Western-Reserve University

Thomas G. Schulze, MD
Professor and Director, Institute of Psychiatric Phenomics and 
Genomics, Ludwig-Maximilian University, Munich, Germany

Phebe M. Tucker, MD, DLFAPA
Professor of Psychiatry, Arnold and Bess Ungerman Endowed Chair 
in Psychiatry, Vice Chair of Education, Department of Psychiatry, 
University of Oklahoma Health Sciences Center 

Karen Dineen Wagner, MD, PhD
Titus H. Harris Chair, Harry K. Davis Professor, Professor and Chair of 
Psychiatry and Behavioral Sciences at the University of Texas 
Medical Branch at Galveston

Scott L. Zeller, MD
Vice President Acute Psychiatry, Vituity

ADVISORY BOARD
Awais Aftab, MD
Noel Amaladoss, MD
Kristel Carrington, MD
Ralph de Similien, MD
Jessica Gold, MD, MS

Chinenye Onyemaechi, MD  
Desiree Shapiro, MD 
John Torous, MD

Jack Turban, MD

PSY0620_Masthead_Chairman.indd   5 5/28/20   8:13 AM



6
www.psychiatr ic t imes.com

PSYCHIATRIC TIMES JUNE 2020

T he last day I met with patients at 
our clinic was March 16th. By 
the end of that week, all 10 psy-

chiatrists and 4 psychiatric nurse 
practitioners at both of our clinic sites 
had begun treating patients at our own 
homes through telehealth—some-
thing I had never utilized previously. 
It was a huge adjustment, for me as 
well as my patients. During this 
COVID-19 pandemic, our clinic is 
using the doxy.me telehealth platform 
for all prescribers and Zoom for all 
therapists and case managers.

My first day practicing via tele-
health was quite an adventure, with 
my initial challenge figuring out how 
my virtual waiting room worked. 
When my next scheduled patient was 
not in my virtual waiting room, I re-
verted to the old-fashioned technolo-
gy of calling the patient on the phone. 
Initially and somewhat surprising, 
most of my appointments that first day 
ended up occurring over the tele-
phone. As I spoke with each patient, 
there were many reasons why many 
preferred the telephone over doxy.me: 
no Wi-Fi signal or internet connection 
at their home, no camera on their 
wireless phone, averse to the technol-
ogy involved, or simply not interested 
in a video/audio appointment—they 
were happy with the phone.

Interestingly, another subgroup of 
patients were quite excited about 
having our appointment through the 
doxy.me platform. Some of my pa-
tients “arrived” 10 to 20 minutes ear-
ly—at least the message below their 
name told me that was how long they 
had been logged into the waiting 
room. A few patients had their part-

ners join in on the virtual appoint-
ment; not surprisingly, they were the 
ones who usually brought their part-
ner into our routine clinic visits.

I find the telehealth experience dis-
orienting, and it takes up more of my 
time than a simple face-to-face in-per-
son medication visit. Every evening, I 
am emailed the following day’s sched-
ule and service tickets, which I need to 
print out and needs to be completed 
and returned electronically to the clin-
ic by the end of the day. I have 2 com-
puter screens open in front of me: one 
screen with the doxy.me platform and 
the other open to our clinic’s portal 
with the patients’ charts on the screen 
along with the eprescribing program. 
On my lap is my clipboard to write a 
few notes to refresh my memory when 
I dictate the documentation for that 
visit, usually done at the end of the 
day. I get texts throughout the day to 
update me about schedule changes or 
patient related matters that need my 
attention from our support staff, who 
remain at the clinics to manage our 
schedules, the phone calls, and the 
other administrative work they so ef-
fortlessly balance.

Tomorrow—May 11th—begins my 
8th week as a telepsychiatrist, and I 
cannot wait to get my old job back. 
Call me old-fashioned, but I truly miss 
walking out to the waiting room to call 
my patient’s name. My initial glance 
before my patient sees me usually tells 
me a lot about how they are doing and 
what to expect during the appoint-
ment. I walk behind the patient to my 
office and observe the patient’s pos-
ture, gait, energy level, and nuances 
that may suggest a new medical or 

neurological issue. Which of the 3 
available seats in my office will be 
chosen, and what does that tell me? 
My initial open-ended question will 
unleash a torrent of information about 
how they are doing, derived from the 
verbal response, body language, sub-
tleties of affect, direct eye-to-eye con-
tact, and that feeling inside of me that 
is my intuitive response to the reply. Is 
there any unusual odor? Lots of infor-
mation can be gleaned from the sense 
of smell. How will the session end? 
Will the patient stand up and walk to-
ward the door based on my verbal 
cues? Do I have to stand, walk toward 
the door, possibly open it, and gesture 
the patient out?

I am reminded of my medical 
training at the University of Massa-
chusetts Medical School from 1982 

through 1986. James Dalen, MD, 
MPH, cardiologist and Chairman of 
the Department of Medicine, instilled 
in me the necessity and value of a 
comprehensive and thoughtful pa-
tient history and physical, which if 
deciphered correctly often leads to an 
accurate diagnosis. As a resident in 
psychiatry, Sheldon Benjamin, MD, 
taught me the diagnostic priceless-
ness of a detailed neuropsychiatric 
evaluation; Zamir Nestelbaum, MD, 
instructed me to monitor my patients 
for cogwheeling in the upper arm as 
a proxy for when the antipsychotic 
medication was approaching the 
brain level that would maximize the 
antipsychotic effectiveness while 
minimizing neurological adverse ef-
fects; and Paul Appelbaum, MD, ex-
plained the necessity of sequential 
questions to collate an ethical and 
compassionate formulation as to 
whether the patient being evaluated 
would likely be deemed by a judge to 
be competent, or not. Thus, I lose a 
significant subset of diagnostic tools 
when I am limited by an audio/video 
interface with my patients.

I realize the clinical and adminis-
trative necessity that telehealth pro-
vides for many practitioners and pa-
tients alike. In many parts of the US, 
especially in geographically isolated 
or expansive areas, there would be no 
access to treatment without tele-
health. There is such a shortage of 
psychiatrists and psychiatric nurse 
practitioners that telehealth is the on-
ly option that allows clinicians to 
treat patients who have no other alter-
natives. And, during a pandemic, 
telehealth serves as a savior. I have 
many professional colleagues who 
thoroughly enjoy practicing psychia-
try through telehealth, either part-
time or full-time, and they serve an 
important role in the delivery of good 
psychiatric treatment. However, for 
me, I am ready to jump back into the 
clinic as soon as it is safe to do so. ❒

FROM THE EDITOR

Jumping Into Telehealth
John J. Miller, MD | Editor in Chief

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.

P resident Trump and others have said we are at war with the coronavirus, 
and was it inevitable that some psychiatrists would die from it, especial-
ly since we have colleagues on the front lines. With that in mind, we 

honor those who have fallen from the coronavirus.
We purposedly left out a detailed eulogy about one physician colleague 

who relates to psychiatry in a different way but should still be remembered for 
the painful connection—the emergency physician who died by suicide after a 
bout with the virus. Her story was covered extensively in the public media, and 
it would be inappropriate and likely a violation of the “Goldwater Rule” to 
speculate more about her suicide. Still, we mourn her loss.

Of course, we also take a moment to think about the patients, usually inpa-
tients on a psychiatric ward, who we have heard about contacting and dying 
from the coronavirus. Again, for privacy sake, they are not identified, but they 
are part of our psychiatric extended family.

Although there may be more victims, here are a few of our colleagues who 
have lost their lives during this pandemic.

In Memoriam: 
Psychiatrists Who Are 
Coronavirus Casualties
» H. Steven Moffic, MD

CORONAVIRUS CHRONICLES
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Robert Columbus Lancaster, MD
Dr Lancaster was apparently the first 
(and oldest) psychiatrist who died 
from COVID-19. Dr Lancaster died at 
the age of 98 on March 17, 2020, one 
of two psychiatrists who passed away 
at an early hotspot of Lambeth House, 
a retirement community in Uptown 
New Orleans.

Known as “Dr Bob,” he contributed 
to psychiatry for more than 70 years, 
including connecting psychiatry with 
religion and literature. One of his earli-
est contributions was aiding soldiers 
upon their return home after serving in 
World War II. A later focus was on 
helping physician colleagues who 
struggled with substance abuse. At one 
point, he was president of the Louisi-
ana Psychiatric Association.

In his later years, he turned toward 
spiritual endeavors, including founding 
Luke’s House Free Clinical Medical 
Ministry in the wake of Hurricane Ka-
trina. Even into his 90s, he volunteered 
clinic time there.

He also loved to read Shakespeare 
and other books. That led him to con-
sider Shakespeare to be “the first psy-
chiatrist because he understood the 
dual nature of humans.”

Charles Rodney Smith, MD
Dr Smith died the day following Dr 
Lancaster’s death at the age of 92. 

Like Dr Lancaster, Dr Smith was 
also well-known in New Orleans for 
his many interests. Having studied in 
his younger years at the Academy of 
Fine Arts, he later served on the Board 
of the New Orleans Opera Association. 
He was connected to many cultural 
events for which New Orleans is known 
(and that I loved), including the carni-
vals and the famous Galatoire’s Restau-
rant, where he celebrated many special 
occasions.

Ricardo Castaneda, MD
Born in Guatemala City, Dr Castaneda 
served on the front lines of psychiatry 
in private practice before he was infect-
ed by the coronavirus, dying on March 
25 at the age of 64. Before that, he 
worked as Director of Inpatient Psychi-
atry at Bellevue Hospital in Manhattan 
from 1992-2009.

Perhaps he was best known for his 
artwork, especially caricatures. He 
could be seen creating them wherever 
he was—from concerts or park bench-
es—giving them away freely as gifts. 
He used his talent to illustrate books on 
psychiatry and addiction.

During the pandemic, he switched 
to seeing patients through telemedi-
cine. When he went into the hospital, 
he apparently took his computer with 
him in order to continue contact pa-
tients. According to his wife, he texted 

a last message: “I have patients I have 
to save.” It turned out that he himself 
was a patient who could not be saved.

Alyce Chenault Gullattee, MD
Dr Gullattee died after testing positive 
for the coronavirus in early May. She was 
an esteemed faculty member at Howard 
University for more than 50 years.

She started medical school at a Cal-
ifornia school, but after becoming dis-
illusioned by the racial attitudes, trans-
ferred to Howard. Unusual for a 
would-be psychiatrist, her anatomy 
dissections during a US Public Health 
summer fellowship were so good that 
they were recorded for teaching films. 

Dr Gullattee was a socially oriented 
psychiatrist and civil rights activist. 
She often wore African-inspired attire. 
She consulted during the Attica prison 
uprising in 1971, international medical 
missions, and attendance at a Pan Afri-
can conference.

Clinically, she specialized in sub-
stance abuse, becoming an expert on 
the cocaine epidemic in the 1980s. She 
reached out to the most vulnerable, 
even going to the streets and alleys in 
Washington, DC despite the risks.

Similarities and differences
All of these psychiatrists had signifi-
cant artistic interests: Shakespeare, 
music, art, and fashion. They all in-
volved themselves in their communi-
ties in other aspects besides their psy-
chiatric practice. 

Although their numbers are small, 
they represented different cultures, al-
most at the respective prevalence of 
their communities: 50% were white, 
25% Hispanic-American, and 25% Af-
rican-American. Let’s hope the overall 
numbers remain small.

If the reader notices anything in 
these eulogies that need revision or 
knows of other psychiatrists who have 
died from the coronavirus, please let 
us know, as we want to honor them ap-
propriately. Send information to 
PTEditor@mmhgroup.com.

Dr Moffic is an editorial board member 
and regular contributor to Psychiatric 
Times. He was a tenured Professor at 
the Medical College of Wisconsin until 
he retired in 2012. Since then he has 
served as a private community psychia-
trist providing pro bono services locally, 
nationally, and internationally. 
Currently, he is focused on 4 major 
ad-vocacy initiatives: physician burn-
out, climate instability, Islamophobia, 
and anti-Semitism. He is co-editor of 
Combating Physician Burnout: A Guide 
for Psychiatrists, with Richard F. 
Summers and Sheila Loboprabhu. ❒
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        THIS ISN’T JUST A COFFEE RUN.

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

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

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

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

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

•  Neuroleptic Malignant Syndrome, which is a potentially 
fatal reaction. Signs and symptoms include: hyperpyrexia, muscle rigidity, 
delirium, autonomic instability, elevated creatinine phosphokinase, 
myoglobinuria (and/or rhabdomyolysis), and acute renal failure. Manage 
with immediate discontinuation of CAPLYTA and provide intensive 
symptomatic treatment and monitoring. 
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CAPLYTA is a trademark of Intra-Cellular Therapies, Inc.  © 2020 Intra-Cellular Therapies, Inc. All rights reserved. 05/2020 US-CAP-1900006

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

Reference: 1. CAPLYTA prescribing information, 2019.

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

 •  In clinical trials, the most common adverse reactions  
were somnolence/sedation (24%) and dry mouth (6%)1

Choose CAPLYTA to help control  
your patients’ symptoms with low  
rates of side effects1

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

OVERDOSAGE
No specific antidotes for CAPLYTA are known. In managing overdose, provide  
supportive care, including close medical supervision and monitoring and consider 
the possibility of multiple drug involvement. In case of overdose, consult a Certified 
Poison Control Center (1-800-222-1222 or www.poison.org).
Distributed by Intra-Cellular Therapies, Inc. 
New York, NY 10016
CAPLYTA is a trademark of Intra-Cellular Therapies, Inc.
© 2020 Intra-Cellular Therapies, Inc. 
All rights reserved            
US-CAP-2000254
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SCHIZOPHRENIA & PSYCHOSIS

Meeting Patients Where They Are 
A Public Health Imperative

» Ann K. Shinn, MD, MPH

S chizophrenia is associated with substantial eco-
nomic costs. According to the most recently pub-
lished estimates, the total cost associated with 

schizophrenia in the US in 2013 was $155.7 billion.1

While this number is staggering in itself, even more 
striking is that the indirect costs such as those related to 
lost productivity, unemployment, premature mortality, 
and caregiving made up 75% ($117.3 billion) of this 
burden, dramatically overshadowing the direct costs of 
inpatient hospital stays, emergency room visits, outpa-
tient visits, and prescription medications.1 These statis-
tics speak to the enormity of the toll that schizophrenia 
and related psychotic disorders have on the whole spec-
trum of patients’ lives. Psychiatry, not unlike other areas 
of medicine, tends to take a reac-
tive approach to treatment. Espe-
cially in the US, health insurance 
does not pay for treatment unless 
a condition is sufficiently severe 
or disabling, and we typically 
wait for a serious problem to arise 
before we take action. By the 
same token, psychiatric clinicians tend to focus some-
what narrowly on stabilization. We may think our jobs 
are done once a distressing symptom, behavior, or other 
crisis has been sufficiently reduced or stabilized. How-
ever, the disproportionately high burden of schizophre-
nia’s indirect costs suggests that our reactive approach 
is not working so well for our patients. These data serve 
as a call to action for psychiatry to shift from the tradi-
tionally reactive to a more proactive approach to patient 
care—one that does more to meet patients where they 
are.In the US, the biomedical framework has dominated 
how we view schizophrenia. In 2019, the National Insti-
tutes of Health spent $263 billion on schizophrenia re-
search,2 with funding awarded primarily to studies in-
vestigating genetic, molecular, or circuit related 

mechanisms underlying the illness. Although such re-
search is important for identifying new and better treat-
ment targets, uncovering biomedical insights alone is 
insufficient to help our patients. Despite the vast re-
search conducted in the past several decades to better 
understand biological mechanisms underlying psycho-
sis, people with psychotic disorders continue to suffer, 
and so much about schizophrenia remains unknown.

Critically, we do not have a clear understanding of 
what causes schizophrenia or even what constitutes the 
main gestalt of the illness. Rather, we often resort to 
describing the illness in roundabout ways, such as by 
listing its assorted symptoms. How many scientific arti-
cles and book chapters on schizophrenia start with a 
sentence describing schizophrenia as a “devastating ill-
ness characterized by hallucinations, delusions, disorga-

nized thinking, and bizarre behav-
ior”? Sentences like these mirror 
the way schizophrenia is conceptu-
alized in the DSM, but they do not 
provide a clear sense of what causes 
these myriad symptoms or how the 
symptoms relate to one another. Im-
portantly, as anyone who has 

worked with patients knows, people are much more than 
a collection of their symptoms. Symptom remission is 
the primary outcome measure used in many clinical tri-
als. Likewise, clinicians are trained to think operation-
ally about what symptoms or behaviors they seek to 
target with a particular intervention—whether it is a 
specific medication, dose change, or hospitalization. 
However, the disproportionate impact of schizophrenia 
on indirect costs highlights the urgent need for psychia-
try to go beyond the relatively narrow scope of symptom 
remission to focus more attention and effort on improv-
ing functional recovery and quality of life. 

How can we accomplish this? The challenge is that 
there is no single algorithm for achieving this goal. Het-
erogeneity is inherent among people with psychotic 

The cost associated with 
schizophrenia in the US 

was $155.7 billion.
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disorders, and one size does not—and 
will not—fit all. We can, however, 
leverage one guiding principle—the im-
portance of meeting people where they 
are. The 4 articles in this Special Report 
provide valuable perspectives on some 
of the ways we can meet people where 
they are.

In his article on stage-specific treat-
ment of psychotic disorders, Patrick D. 
McGorry, MD, PhD, highlights the dif-
fering needs of individuals across the 
various stages of illness. The philosophy 
is akin to treating patients with cancer; 
these patients are not uniformly treated 
with chemotherapy but rather are pre-
scribed individually tailored treatment 
based on the specific stage of illness. In 

psychiatry, we need to consider psychot-
ic disorders not as a single monolithic 
disorder, but rather a disorder that un-
folds in stages. As such, we need to fo-
cus our efforts on preventing or delaying 
progression to subsequent stages, from 
which recovery may be more challeng-
ing. This stage-specific framework for 
understanding and treating psychotic 
disorders incorporates important public 
health principles, including aims for pri-
mary and secondary prevention. 

In the article on prescribing hope for 
recovery by Patricia E. Deegan, PhD,  we 
hear the voice of someone who is not on-
ly an academic expert and pioneer in the 
topic of recovery, but also someone with 
lived experience. Dr Deegan is uniquely 
positioned to help clinicians understand 
how to effectively engage and empower 
individuals with psychosis to find hope 
and meaning by incorporating goals and 
preferences that matter to them. Every-
one has dreams, hopes, values, preferenc-
es, and interests. Dr Deegan reminds us 
that symptom reduction might be helpful, 
but only in the service of personally 
meaningful goals.

The article on phenomenology and 
disordered selfhood by Josef Parnas, 
MD, and Maja Zandersen, MSc, PhD, 
highlights the importance of going be-
yond symptom checklists to understand 
the subjective experience of individuals 
with schizophrenia. They remind us that 
we must listen to what our patients tell 
us to appreciate the phenomenological 
essence and experience of schizophrenia 

spectrum disorders. This kind of careful 
listening and exploration, which in-
volves joint collaboration as well as put-
ting oneself in the mindset of the patient, 
can lead not only to improved under-
standing and prediction of schizophre-
nia, but may also be therapeutic in itself.

Last but not least, Antonio Waldo 
Zuardi MD, PhD, and José Alexandre 
Crippa, MD,  inform us about the thera-
peutic potential of cannabidiol in indi-
viduals with psychotic disorders. Many 
patients look to and experiment with 
complementary and alternative products, 
whether for recreational use or perceived 
health benefits. Given the abundant evi-
dence of the detrimental effects of canna-
bis on psychosis and psychosis risk, cli-

nicians may be wary of any ingredients 
in cannabis. The authors differentiate the 
potentially anxiolytic and antipsychotic 
effects of cannabidiol from the psychot-
omimetic effects of THC. While canna-
bidiol is not approved for clinical use, Dr 
Zuardi and Dr Crippa summarize the re-
search, which may be controversial and 
confusing for clinicians.

I am thrilled that the knowledge and 
perspectives of these experts could be 
brought together for clinicians. The hope 
is that the insights and recommendations in 
this Special Report can help psychiatry to 
go beyond what the biomedical model has 
traditionally prescribed for schizophrenia 
and proactively meet people where they 
are. We cannot afford not to, as underscored 
by $155.7 billion in economic costs associ-
ated with schizophrenia. Above all, meet-
ing people where they are is a matter of 
public health—the health and quality of 
people’s lives depend on it. 

Dr Shinn is Director of Clinical Research 
of the Schizophrenia and Bipolar Disorder 
Research Program at McLean Hospital 
and Assistant Professor of Psychiatry at 
Harvard Medical School. Dr Shinn has 
nothing to disclose regarding the subject 
matter of this Special Report. 
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» Patricia E. Deegan, PhD

When I was a teenager, I received a diagnosis of schizophre-
nia. My psychiatrist told me schizophrenia was a disease 
from which no one can get well. He told me to take high-

dose antipsychotics for the rest of my life. At discharge, he told me 
to take my meds religiously and to avoid stress: no college, no ro-
mance, and no work.

After discharge I returned to my parents’ house and for many 
months sat in a chair in the living room, staring blankly into a cloud of 
cigarette smoke. My despair was palpable, but it was misunderstood 
as negative signs of schizophrenia. As the months passed by in a 
meaningless succession of minutes and hours punctuated only by the 
next med check visit and the next, it seemed to me the treatment was 
worse than the disorder. And so I stopped taking the antipsychotic.

Abruptly rejecting antipsychotic medicine was a resilient act of 
self-affirmation. I am a person, not an illness. I am a person, not a 
schizophrenic. I do not lack insight into the fact that I am unwell. 
My psychiatrist lacks insight into ME. I want to live my life, not my 
diagnosis.

Like so many who abruptly discontinue antipsychotics, I was 
rehospitalized within a few months. Looking back, I know progress 
in my recovery did not begin until my psychiatrist and I learned a 
new way of working together. Distilled from my personal experi-
ence, as well as from 3 decades of work articulating the journey of 
recovery and building pragmatic tools to support it, I offer the fol-
lowing thoughts.

Avoid prescriptions for noncompliance
A prescription for noncompliance arises when a message of hope-
less chronicity is paired with a psychiatric medication. You have 
schizophrenia. You will be sick for the rest of your life. You must use 
medication for the rest of your life. This common message is a prog-
nosis of doom. Many people will reject this hopeless forecast by 
rejecting the medicine. In rejecting the medication, they reject the 
prognosis of doom as well.

A prescription is more than what is written on a pad of paper. It is 
an interpersonal process. It includes the one who prescribes and the 
one who will try out and explore the prescription and its fit with the 
self. From day one, prescribe hope for recovery. Let people know that 
with effort and support it is possible to live a full and meaningful life 
beyond the diagnosis. Never mistake the person for the illness. Never 
tell people they will have to use medications for the rest of their life. 
Instead, take a pragmatic approach. Focus on how and if medication 
is helpful in supporting goal achievement in the present and the near 
future. Remember that using medication is not the goal. Medication 
is a means to get and to keep the life we want for ourselves.

Engage your recovery partner
Those of us who have a diagnosis of a psychotic disorder are, above 
all, human beings. We are more than the disorder. We are not passive 
objects to be fixed or cured. Even when experiencing psychosis, we 
are actively problem solving and trying to do something about it (eg, 
listening to music to distract ourselves from distressing voices). 
This active subject, the person, is our recovery partner. This is the 
person with whom we must develop the therapeutic alliance. En-
gagement and activation strategies should be used even during ini-
tial encounters, such as admissions or emergency department visits.

Prescribing 
Hope for 
Recovery

“These data serve as a call to action for psychiatry to 
shift from the traditionally reactive to a more proactive 

approach to patient care—one that does more to 
meet patients where they are.”
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A simple question can be used to 
discover our recovery partner: “What 
do you already know how to do that 
helps?” A person may not have all the 
answers, but everyone tries some-
thing in an effort to manage psycho-
sis. For instance, during my early psy-
chosis, I told myself I had taken LSD 
(even though I had not). This was not 
a delusion. It was a strategy that 
helped me manage acute episodes of 
psychosis because an LSD trip is time 
limited. Knowing the experience 
would end helped me endure it.

Another powerful engagement and 
activation strategy is introducing Per-
sonal Medicine as part of recovery. Do 
this very early on in treatment. Personal 
Medicine1 is what we do to get well and 
stay well. It is self-initiated, nonphar-
maceutical self-care activities that serve 
to decrease symptoms and improve 
thinking, mood behavior, and well-be-
ing, while also helping to avoid un-
wanted outcomes such as hospitaliza-
tion. Examples include: reading 
Scripture at night helps me feel safe; 
working on car engines helps me ignore 
my voices; singing in my choir helps 
me forget my troubles; walking my dog 
gives me a reason to get up in the morn-
ing. All these strategies are Personal 
Medicine. “Smoking cigarettes helps 
me relax” is not, however. Tobacco is 
something we take, it is not what we do. 
Also, notice that Personal Medicine is 
different from generic coping strate-
gies. Personal Medicine is personal.

Encouraging its use in psychiatric 
care underscores the importance of ac-
tively engaging in self-care during re-
covery. It elevates self-care to the sta-
tus of medicine, which can be just as 
important as pharmaceutical medicine 
for recovery. Passively waiting for 
psychiatric medicine to make us well 
is usually futile. Personal Medicine 
does not compete with psychiatric 
medicine. The key is finding a synergy 
between the two. For many, the path-
way into recovery involves finding the 
right balance between the things we do 
to be well and the pills we may take. 
Over time, Personal Medicine can 
grow into an entire toolkit of self-care 
strategies.2 Psychiatric medicine then 
becomes one tool among the many we 

use to support our recovery.
Use a simple, 2-part template to 

help people discover their Personal 
Medicine: “What do you do that helps 
you feel better and how does it help?” 
In some settings, certified peer sup-
porters, therapists, and rehabilitation 
specialists help people discover their 
Personal Medicine prior to med vis-
its. At each clinic visit ask, “Have you 
been using your Personal Medicine?”

Be sure to adjust psychopharma-
cology if it is interfering with Person-
al Medicine and the things that give 
life its meaning, purpose, and joy. If 
medications are causing a woman’s 
hands to tremble so much that she 
cannot do her job stitching flags (her 
Personal Medicine), then who would 
be surprised if she stopped taking 
those drugs? In a recovery-oriented 
approach, pharmacology must sup-
port—not disable—the things that 
matter, such as work. Finding the 
right balance between psychiatric 
medicine and personal medicine is the 
pathway to recovery for many patents.

From “What’s the matter?” 
to “What matters to you?”
It can be challenging to take an anti-
psychotic each day; over time, peo-
ple need a sense of how the medica-
tion helps them. There is no sense in 
taking pills that do not seem to work. 
Clinical phrases are often obtuse and 
unhelpful (eg, “The meds will help 
organize your thinking”; “The meds 
will make you less paranoid”; “The 
meds will return you to baseline”). 
These abstractions may not speak to 
what matters to the person. Instead, I 
recommend 2 approaches.

The first approach is to directly 
ask, “How will we know this medi-
cine is working for you?” Examples 
might be: I’ll know the meds are   
working for me when I:  “can con-
centrate on my biology homework”; 
“am more patient with my toddler”; 
“can follow a football game”; or “win 
at online gaming again.”

When first asked, people may say, 
“I don’t know. You’re the doctor. You 
tell me how the meds are supposed to 
help.” Redirect the person by prompt-
ing, “I am happy to share my ideas, 

but I need to understand what matters 
to you. If this medicine works for 
you, what will change for the better?” 
The answers will provide a wealth of 
information. For instance, it is not un-
usual to hear that a person has unreal-
istic expectations for medications: 
“I’ll know the medicine is working 
for me if my marriage improves.” Of 
course, medication cannot improve a 
marriage. Having such an expectation 
can be a set-up for rejecting medica-
tions that are not working. Helping 
people shape expectations is import-
ant. For instance, “The meds can’t 
improve your marriage per se, but if 
they work, they can help you focus 
more on your partner and less on your 
fears. How does that sound?”

Even during acute episodes of 
psychosis, demonstrating concern 
and understanding for what matters 
to the person can be extremely reas-
suring and help build an alliance. We 
can use our intuition to infer what 
matters. For instance, a person who 
has been hearing distressing voices 
may be exhausted and would wel-
come some rest: “This medicine will 
help you rest and feel safe. How does 
that sound to you?”

A second approach to helping 
people establish their goals for med-
ication treatment is the use of Power 
Statements.3 Power Statements help 
people express how they want medi-
cine to help. A 2-part stem can be 
used to help people create their pow-
er statement: “I want medicine to 
help ____, so that I can ____.” Exam-
ples include: “I want medicine to 
help make the voices go away so that 
I can focus on my job at the pizza 
shop”; “I want medicine to help me 
relax, so I can get together with my 
boyfriend again”; and “I want medi-
cine to help me concentrate again so 
I can graduate from high school.”

Power Statements act like a com-
pass, keeping treatment focused on 
outcomes that matter to the person. 
Typically, we assess treatment out-
comes by more generic measures such 
as the Positive and Negative Syn-
drome Scale (PANSS) score, lower 
recidivism, and longer community 
tenure. But at the level of the individ-

ual, those metrics can disguise treat-
ment failure. For instance, people may 
have fewer hospitalizations and be 
stabilized and maintained on high-
dose antipsychotics in the community, 
but they may also be living an isolated 
life in smoke-filled, single room-oc-
cupancy lodgings, staring at a televi-
sion, and sleeping their lives away. 
This is not recovery and, at the level of 
the individual, it is a treatment failure.

Power Statements provide psychi-
atric care providers with an under-
standing of what successful treatment 
outcomes are, as defined by the indi-
vidual. They are a study of N=1, fo-
cusing psychiatric care providers on 
symptom reduction in the service of 
personally meaningful goals. Com-
plete symptom suppression is not a 
prerequisite for recovery. Many of us 
learn how to manage symptoms while 
living the life we want for ourselves.

Power Statements are easy to scale 
and can be created as a pen-and-paper 
task. In some settings, certified peer 
supporters, therapists, and rehabilita-
tion staff help people prepare their 
statements before the med check vis-
it.4 Psychiatric care providers begin 
the visit by reviewing the statement 
and asking, “Is this still your goal for 
our work together?” or “Are we mak-
ing progress toward your goal?”

The journey to use medication op-
timally to support recovery involves 
many challenges.5 It is more than 
learning to swallow pills on schedule. 
Psychiatric care providers can support 
us on that journey through recov-
ery-oriented strategies that convey 
hope and engage us as partners in the 
creation of a life beyond the diagnosis.

Dr Deegan is Principal and owns 50% 
of the company Pat Deegan, PhD & 
Associates, LLC in Byfield, Massachu- 
setts. The company created the 
CommonGround Program, which in-
cludes software, training, and an on-
line Recovery Library. Personal 
Medicine and Power Statements, men-
tioned in the article, are two elements 
of the CommonGround Program.
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Reading my Quran before bed...
Looking at pictures of my friend on my phone...

Walking in the park each morning...
Saying what I am thankful for each day...

Playing the saxophone... 

...helps to quiet me down so I can sleep.

...reminds me I am loved and don’t have to self-injure.

...gives me hope that all things renew, even me.

...helps me avoid my negative “stinkin thinkin.”

...helps me measure my breathing and calm anxiety.

Personal Medicine

What I do and how it helps me

© 2020 Pat Deegan PhD & Associates, LLC
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» Patrick D. McGorry, MD, PhD

P sychotic disorders are poten-
tially serious and enduring, fre-
quently leading to substantial 

disability and premature death from 
suicide or comorbid medical illness. 
These disorders have been seriously 
neglected in health systems world-
wide, even in high-income countries, 
despite the availability of a range of 
effective therapeutic interventions 
and models of care.1 The good news 
is that better medium-term outcomes 
are now achievable through early di-
agnosis and comprehensive early-in-
tervention models of care. Moreover, 
these outcomes can be sustained, if 
backed up with high-quality ongoing 
care to maintain and build on a plat-
form of recovery.2,3 The challenge is 
to make this evidence-based and 
cost-effective approach the new stan-
dard of care in the US and globally.

Psychosis is best considered as a 
range of experiences or symptoms 
that can develop through the intensi-
fication of normal beliefs and percep-
tions to form delusions or hallucina-
tions, or the acquisition of new and 
abnormal perceptual experiences or 
delusional ideas. These constitute 
what are termed the positive symp-
toms of psychosis; however, there are 
other dimensions or syndromes asso-
ciated with psychotic disorders, nota-
bly negative symptoms and mood 
disturbance.

Psychosis may begin with “or-
phan” or isolated experiences, but 
more commonly emerges in the con-
text of fluctuating anxiety and de-
pression, subtle subjective and be-
havioral changes, and subthreshold 
warning signs. This pattern, which 
has been carefully operationalized, 
represents an earlier, less specific 
stage—even a pluripotential stage––
of illness that already justifies a need 
for care and attracts additional co-
morbid syndromes and functional 
impairment (stage 1).4

Once positive psychotic symp-
toms reach full threshold and are sus-
tained, we can say that the stage of 
first-episode psychosis (FEP) is now 
present (stage 2), even if this typical-
ly occurs more gradually and dimen-
sionally than is implied by the term, 
which is to a large extent an artefact 
of treatment systems. People are al-
lowed to deteriorate to such an extent 
that a crisis is needed before entry to 

treatment can be achieved. FEP is a 
heterogeneous umbrella term com-
prising a range of DSM/International 
Classification of Diseases diagnoses, 
including schizophrenia, schizoaf-
fective disorder, brief psychotic dis-
order, and psychotic mood disorders. 
It can be seen as a gateway to more 
traditional diagnostic pathways as 
well as to remission and recovery.

Clinical staging
Staging developed in clinical medi-
cine as a strategy to add precision to 
diagnosis and treatment selection, 
and also to prognosis and prediction 
of outcome.5 Initially a purely clini-
cal approach, it evolved––augmented 
by biopsy, imaging, and biomark-
ers––to a more sophisticated clinico-
pathological approach. Staging is a 
potentially useful strategy in condi-
tions that have a propensity to persist 
or recur and lead to worsening im-
pairment and/or premature death. 
Additionally, it is intimately linked to 
benefit-risk considerations, embed-
ding the principle “first do no harm.”

Staging is valid when treatments 
offered in early stages of an illness 
can be shown to result in better out-
comes, but they must be safer than 
treatments offered in late stages, as 
the benefit-to-risk ratio changes with 
illness progression. Remission or sta-
bilization as well as progression are 
possible at each stage, but remission 
is usually less likely with each ad-
vancing stage, reflecting the inter-
play with prognosis.

Staging provides the optimal 
framework for early intervention and 
a preemptive approach to treatment; 
the goal is to reduce the risks of pro-
gression to later stages. This contrasts 
with the currently popular notion of 
stepped care, which is reactive, and 
only escalates treatment after rather 
than before a deterioration in clinical 
status. As such, stepped care rep-

resents more of a demand-manage-
ment strategy than a preventive or 
preemptive clinical approach.

Biomarkers have the potential to 
sharpen the precision of staging in 
psychiatry; however, they are likely 
to span the traditional syndromal 
boundaries, which conversely con-
tain heterogeneous biological sub-
groups. This means a transdiagnostic 
approach is essential for research and 
future refinement in staging because 
current categories are flawed. Trans-
diagnostic approaches acknowledge 
the fluid and dynamic nature of the 
onset and early stages of mental ill 
health, during which micro pheno-
types ebb and flow; they either fade 
or evolve into a more stable syn-
drome or macro phenotype or, more 
commonly, syndromes, because co-
morbidity is very common (Figure 
1). Staging has to accommodate this 
comorbidity and, as such, a transdi-
agnostic approach that transcends 
current diagnostic silos is required.

Staging and psychosis
The idea of staging had been pro-
posed earlier in common mental dis-
orders.6 With the early intervention 
paradigm in psychosis, the ideal con-
ditions existed for clinical staging to 
be formulated. Psychotic and severe 
mood disorders were utilized as pro-

totypical disorders for which staging 
might have the greatest utility.

FEP was the fulcrum around which 
this began, and an evidence-based 
case was steadily made that the con-
tent of treatment for such cases was 
very different from what was appro-
priate for later stages of illness. An 
earlier clinical stage, the at-risk men-
tal state or ultra/clinical high-risk 
state, was defined as covering the pe-
riod prior to the threshold for a first 
episode of psychosis being reached. 
This period has become an intense fo-
cus for research and intervention.7

The validity of these stages was 
supported by their manifestly differ-
ent treatment needs and ultimately 
overwhelming evidence that at least 
progression could be delayed, and 
early trajectories of illness signifi-
cantly improved.2,8,9 Although some 
critics remained unconvinced, the 
mindset of the psychosis field moved 
from deterministic “doomed from the 
womb” thinking to a more preventive, 
recovery-oriented approach, strongly 
endorsed by patients and families.

A guide to care in psychosis
A key strength of clinical staging is 
its ability to guide clinical practice, 
which is informed by several key 
principles (Figure 2). We now know 
that before an initial presentation of 
psychosis there is an earlier stage of 
illness during which positive psy-
chotic symptoms (eg, distress, mood 
disturbance, functional impairment), 
are not dominant.10,11 During this pro-
dromal stage, treatment consists of 
needs-based psychosocial interven-
tions, influenced by cognitive behav-
ior therapy (CBT), and a focus on 
treatable comorbid syndromes such 

as anxiety and depression, alleviating 
stress, strengthening coping, and 
minimizing illicit drug use. Because 
safer options are effective at this 
stage, antipsychotic medications are 
not indicated as first- or second-line 
treatment, and the benefit-to-risk ra-
tio does not support their use.

Stage-Specific Treatment  
of Psychotic Disorders

SIGNIFICANCE FOR PRACTICING PSYCHIATRISTS
Diagnostic approaches in psychiatry are a relatively crude guide in 
selecting. In medicine, greater refinement is achieved by addressing 
staging. 

 ◗ Preemptive multidisciplinary team care is an evidence-based strategy that is 
capable of adjusting the outcomes from the onset of psychotic illness.

 ◗ Staging adds sophistication to treatment selection, involving timing, sequencing, 
and intensity.

“Staging provides the optimal framework for  
early intervention and a preemptive approach  
to treatment; the goal is to reduce the risks of 
progression to later stages.”
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Patients with FEP respond much 
better to all treatments if the duration 
of untreated psychosis (DUP) is re-
duced to a minimum. There is vary-
ing evidence on the exact window of 
time for optimal response, but delays 
of even a few weeks may make a sig-
nificant difference to treatment re-
sponse.12 This suggests that FEP 
might be better considered as a stage 
with substages within it. In fact, with 
a much shorter DUP now possible 
with early intervention, it may be 
possible for a small subgroup of pa-
tients to remit without antipsychotic 
medication if they are provided with 
intensive psychosocial interventions 
alone.13 This might be termed stage 
2a. The RAISE (Recovery After Ini-
tial Schizophrenia Episode) study 
shows that specialized early psycho-
sis care may only be more effective 
than standard care if DUP is not pro-
longed beyond a certain duration.14 
This responsive substage could be 
designated stage 2b.

Within the first episode of psycho-
sis, the staging approach and research 
evidence indicate that low doses of 
antipsychotic medications are effec-
tive but must be rigorously adhered 
to if adverse experiences are to be 
minimized and engagement maxi-
mized.15 Shared decision making has 
a crucial place here. The imperative 
to prevent weight gain and metabolic 
consequences means that medica-
tions least likely to produce these ef-
fects must be first line.

A subgroup of patients who do not 
respond to treatment with dopamine 
antagonists and reveal early treat-
ment failure can be reclassified as a 
further substage of stage 2, or stage 
2c. Alternatively, they can be regard-
ed as having rapidly progressed to 
stage 4, even within the first 6 months 
post diagnosis. In this case, the bene-
fit-to-harm ratio changes dramatical-
ly, and although clozapine has a num-
ber of risks, which means that it 
should not be used as first-line treat-
ment, the evidence mandates its use 
early in the course of illness with 
treatment resistance or as illness rap-
idly progresses to stage 4.16,17

Psychosocial treatments, notably 
vocational interventions such as Indi-
vidual Placement and Support (IPS) 
and family interventions, must also 
be adapted to the stage of illness. 
Used early and throughout treatment, 
psychosocial interventions are espe-
cially effective at stage 2 in line with 
what is expected in a staging model 
and early intervention.18

Following the first episode (stage 
2), patients may enter stages 3 or 4. 
Stage 3 interventions involve the pre-

vention of relapse with efforts to pre-
vent and treat comorbidity and per-
sistent subthreshold or residual 
symptoms of psychosis and other 
associated syndromes. Long-acting 
injectables can be seen as a preven-
tive strategy. However, a personal-
ized approach with substages and 
subgroups reflects a heterogeneity 
within stage 3. Thus, dose reduction 
and possible discontinuation are pos-
sible for a subgroup of patients.19

Long-term follow-up studies re-
veal that late remission occurs in 
about 16% of cases.20 Current guide-
lines for the use of medications are 
understandably conservative, but pa-
tient heterogeneity and response to 
medications need to be further ex-
plored. Later-stage patients who ap-
pear to have stabilized, but with con-
tinuing symptoms and functional 
impairment, can be offered a differ-
ent suite of psychosocial interven-
tions. Interventions specifically 
linked to this stage can greatly im-
prove patients’ quality of life. These 
may involve meaningful activity in-
cluding part-time work, strength-
based strategies, social engagement 
within the community to combat 
loneliness, family support, financial 
support, and expert medical care to 
respond to the greatly increased risk 
of medical illnesses.

A contributing life is possible for 
most people and a holistic blend of 
expert psychiatric, medical, and so-
cial care is essential for this to occur. 
The “soft bigotry of low expecta-
tions” is a consequence of poorly 
resourced systems of care and anti-
quated diagnostic thinking that is 
blind to the opportunities that new 
models of care and high-fidelity im-
plementation can deliver. Such ap-
proaches depend on congruent mind-
sets and conceptual frameworks, and 
a much more educated and support-
ive wider community.
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Stage 1
   Have a high index of suspicion of possible subthreshold/stage 1 psycho-

sis/clinical high risk (CHR) in young people with functional decline, with-
drawal, and distress.

  Offer sustained needs-based psychosocial care in stage 1 or CHR, plus 
treatment of comorbid anxiety, depression, and substance misuse. 

  Avoid antipsychotic medication as first-line treatment. Reserve this for 
nonresponse or deterioration despite psychosocial care, or for progres-
sion to sustained and severe psychotic symptoms in stage 1 or CHR.

Stage 2
  Reduce duration of untreated psychosis for FEP to a minimum so treat-

ment has the best chance of remission and recovery.

  Use very low doses of antipsychotic medication for the initial phase of FEP 
treatment to minimize adverse effects and promote adherence. For anxi-
ety and insomnia, short-term use of benzodiazepines is highly preferable 
to the use of antipsychotics for that purpose. 

   Deliver FEP treatment in a streamlined manner within holistic, specialized 
multidisciplinary teams (known as coordinated specialty care in the US) 
with optimistic recovery-oriented culture and a separate clinical gover-
nance and space. Ensure vocational recovery programs, peer support, 
and physical and sexual health care are embedded within the team, and 
that families are well supported.

  If remission is not achieved within 3 to 6 months, ensure a trial of long-act-
ing injectable (first) and then clozapine (if remission still not achieved) is 
offered and implemented.

Stages 3-4
  For later stages of care, retain optimistic stance and focus on a biopsy-

chosocial approach with attention to quality of life and vocational recov-
ery. Ensure physical health is a priority and safeguard and promote social 
connection and a meaningful life.

Figure 2. Essentials in staged care for psychotic disorders
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elites, liberals, government and the 
media that is part of a half-century 
tradition of right-wing populism.”4 

It is not my intention to dive head-
long into the political fray or the “cul-
ture wars” that seem so much a part of 
American life these days.5  (Personal 
disclosure: I have voted for candidates 
of both major parties but consider my-
self progressive and left of center, po-
litically). Rather, I want to raise the 
question of psychiatry’s role, if any, in 
dealing with the kind of rage and re-
sentment that seems to underlie these 
antirestriction protests. That said, as a 
physician and an ethicist committed to 
ensuring the public’s health and safe-
ty, I can only deplore the lack of social 
distancing seen at several of the pro-
tests, virtually guaranteeing more cas-
es of COVID-19 infection. 

Psychiatrists and politics
Psychiatrists, like other physicians, 
are not politically homogeneous or 
uniformly liberal or conservative. 
However, there is good evidence that 
most psychiatrists lean to the left on 
the political spectrum.6 Indeed, data 
from political science professor Eitan 
Hersh, PhD, and psychiatrist Mat-
thew Goldenberg, DO, suggest that 
about 76% of psychiatrists who have 
a party registration are Democrats. In 
contrast, around two-thirds of physi-
cians in surgery, anesthesiology, and 
urology who have registered a politi-
cal affiliation are Republicans.6

How might the leftward political 
leanings of most psychiatrists affect 
their response to protests driven largely 
by conservative or right-wing groups? 
And how might the liberal leanings of 
a psychiatrist affect their countertrans-
ference to, say, a very conservative or 
extreme right-wing patient? 

I am not aware of research that has 
examined precisely that question, 
and I acknowledge that terms like lib-
eral, conservative, right-wing, and 
left-wing are open to various defini-
tions. However, the research by 
Hersh and Goldenberg7 strongly sug-
gests that the medical decisions pri-
mary care physicians make are in-
deed influenced by their political 
leanings. In their survey of 1529 phy-
sicians (with a response rate of  20%) 
in 29 states, after controlling for phy-
sician age, gender, and religiosity, the 
authors found that:

[P]olitical beliefs predict the 
professional decisions of pri-
mary care physicians. On po-
liticized health issues, like 
marijuana and abortion, phy-

sicians’ partisan identity is 
highly correlated with their 
treatment decisions. Because 
physicians regularly interact 
with patients on politically 
sensitive health issues and be-
cause the medical profession 
is increasingly politicized (eg, 
state governments are regu-
lating politicized aspects of 
medicine), it is necessary to 
understand how doctors’ own 
political worldviews may im-
pact their actions in the medi-
cal examination room. 

There is also an intriguing litera-
ture suggesting that neurobiological 
factors may mediate or influence 
one’s conservative or liberal tenden-
cies, in surprising ways. In a review 
of this issue, Mario F. Mendez, MD, 
PhD,8 concluded that:

[N]eurobiological factors 
mediate where people fall on 
a general conservative-liberal 
axis that involves social, cul-
tural, religious, economic, 
and other domains, as well as 
political ideology… Conserv-
atism-liberalism is also asso-
ciated with differences in 
personality, attention, memo-
ry, perception, emotional re-
actions, problem-solving, and 
response choices.

Mendez observed that “Political ide-
ology divides people, societies, and 
nations, often with serious conse-
quences.”8 Indeed, taken together, the 
findings of Mendez, Hersh, and 
Goldenberg suggest that a serious po-
litical mismatch between psychiatrist 
(or psychotherapist) and patient 
could lead to disruptions in the thera-
peutic alliance, as well as to strong 
transference and counter-transfer-
ence reactions. 

Navigating the minefield
In a provocative article titled, “Navi-
gating the Minefield of Politics in the 
Therapy Session,”9 Patricia T. Span-
gler, PhD, and colleagues raise just 
such a possibility:

In the aftermath of one of 
the most contentious presi-
dential elections in recent US 

history, many of us have not-
ed a marked increase in our 
clients’ expressions of anger, 
anxiety, and depression. At 
the same time, we have been 
challenged by managing our 
reactions to the election re-
sults and subsequent height-
ened societal tensions… 
Even if a client does not ask 
about our views, the books on 
our shelves or artwork on our 
office walls can reveal our 
values without us speaking a 
word. Within the current cli-
mate of general cultural divi-
siveness and mistrust, politi-
cal self-disclosures—whether 
overt or unwitting—can po-
tentially lead to ruptures [in 
the therapeutic alliance]…
Although society has been 
growing increasingly polar-
ized over the past two dec-
ades, the 2016 election was a 
tipping point for many. Until 
that point, unresolved anxie-
ty about election results was 
not an obvious source of 
countertransference for most 
psychotherapists…

Sprangler and colleagues observed 
that “In managing any countertrans-
ference, gaining awareness is the first 
step, specifically by recognizing our 
political hot button topics and the trig-
gers for them.” Ethical dilemmas may 
arise when a patient’s political or reli-
gious views are so deeply offensive to 
the clinician’s own that the therapeutic 
alliance becomes almost impossible 
to sustain. Sprangler et al. opined that 
“while we may not impose our own 
views, we must not condone others’ 
prejudicial activities. The dilemma 
arises when a client presents a bigoted 
view that is integral to the client’s po-
litical identity.”9

There are no simple solutions in 
such cases, although ideally, the ther-
apist can explore the roots of the pa-
tient’s bigoted beliefs and “provide 
data from the client’s own experienc-
es to counter these views.”9 

Conclusion
In the ongoing crisis of the 
COVID-19 pandemic, psychiatrists 
are understandably focused on help-
ing their patients deal with feelings 

of isolation, anxiety, and often over-
whelming stress. And, to be sure, ma-
ny of our colleagues on the front 
lines—especially in inpatient set-
tings—are deeply concerned about 
their own health and safety as well as 
that of their families. Owing to the 
risk of contagion, telepsychiatry has 
now nearly replaced the traditional 
face-to-face sessions. However, it 
presents challenges of its own, as 
when treatment calls for monitoring 
the patient’s vital signs.10

It may seem a bit of a luxury to be-
gin an examination of our counter-
transference at a time when life itself 
hangs in the balance. Yet the recent 
wave of protests against pandemic- re-
lated restrictions should remind us that 
deep currents of anger and resentment 
are roiling the waters of American cul-
ture—and that we, as clinicians, may 
be working with patients whose polit-
ical views make it very difficult to ad-
dress their emotional needs. 

Dr Pies is Professor Emeritus of 
Psychiatry and Lecturer on Bioethics 
and Humanities, SUNY Upstate 
Medical University; Clinical Professor 
of Psychiatry, Tufts University School of 
Medicine; and Editor in Chief Emeritus 
of Psychiatric Times (2007-2010).
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“Ethical dilemmas may arise when a patient’s 
political or religious views are so deeply offensive 
to the clinician’s own that the therapeutic alliance 

becomes almost impossible to sustain.”

PSY0620_xxx_Cover.indd   16 5/28/20   9:48 AM



Urology Times

Psychiatric Times, 

Dermatology Times

Optometry Times

Ophthalmology
Times Europe

Providing Education for Psychiatrists

Visit gotoper.com/go/PsychiatricTimes to check out our virtual 
conferences and webcasts, and we’ll see you in-person soon!

As the offi cial provider for Psychiatric Times, PER® is leading the way 
in advancing CME, while continuing our tradition of delivering 

world-class conferences. Whether taking place in-person or 
virtually, PER® will still provide the same high-impact education 

clinicians have trusted for more than 20 years.

Up-to-date 
evidence-based clinical 
information that can be 

immediately 
implemented into 

patient care

Unrivaled 
interaction with 

renowned 
thought-leaders

On-demand 
programming that

provides access 
whenever and wherever 

you need it

PSY0620_017_PER-House.indd   17 5/21/20   12:36 PM



» Heidi Anne Duerr, MPH

H ow can telepsychiatry improve quality and 
access to care as well as reduce physician 
burnout? Telepsychiatry pioneers Peter Yel-

lowlees, MMBS, MD, Chief Wellness Officer at 
UC Davis Health and Professor of General Psy-
chiatry at the University of California, and Jay 
Shore, MD, MPH, Professor at the Department of 
Psychiatry and Family Medicine at Colorado 
School of Public Health, joined moderator Chris 
Aiken, MD, Director of the Mood Treatment Cen-
ter and Psychiatric Times Section Editor for Bipo-
lar Disorder, to discuss tips and tricks in making 
telepsychiatry work in this era of COVID and be-
yond. The webinar, which was recorded live, is 
available at www.psychiatrictimes.com/career/re-
sources-psychiatric-times-telepsychiatry-covid-
webinar.

Using the right tools
There are a number of tools that can make telepsy-
chiatry easier for the clinician, said Yellowlees, 
who authored on the 2009 telemental health guide-
lines. A noiseless keyboard, for example, will 
make it easier to take notes during a session with-
out disrupting the flow of the conversation. This, in 
turn, makes post-appointment paperwork quicker 
and easier. Similarly, an echo-cancelling micro-
phone improves audio quality. 

Yellowlees also likes to use multiple screens 
during telepsychiatry sessions. “I have one screen 
for the video, I have another screen to the EMR, 
and I typically have my email or something else 
going on the third screen,” he explained. “And it’s 
actually less tiring to have two or three screens, 
because you don’t have to constantly change the 
picture, or change the shape of your screen as 
you’re doing different functions; you literally use 
each screen for a different function. And that’s a 
much, much easier way of working.”

Choosing an appropriate telepsychiatry plat-
form is also important. Despite the flexibility dur-
ing COVID, both Shore and Yellowlees noted it is 
best to use platforms that are HIPAA-compliant. 
“You know, the government can easily change the 
rules and decide they want to come and prosecute 
people [for not being HIPAA-compliant].”

Choosing a HIPAA-compliant platform now 
will allow for a seamless transition in a post-COV-
ID world. Just as it may take time for clinicians to 
learn new platforms, patients may have a similar 
adjustment period. Since the rules will likely 
change after the COVID crisis, they added, it 
makes sense to acclimate your patients to some-
thing you can use moving forward. 

Creativity and flexibility
The  speakers agreed that telepsychiatry requires a 
degree of flexibility and creativity. For instance, 
psychiatrists should aim to be more animated during 
a telepsychiatry visit, Yellowlees noted. “I normally 

say to people to be about 110% of normal—just 
slightly more lively, slightly more intonation in your 
voice. . . . And, that may be why some people also 
find telepsychiatry a little bit more tiring initially, 
because they’re actually having to speak and enunci-
ate more loudly and more carefully.”

Similarly, clinicians may need to ask patients to 
be more creative. For example, clinicians can ask 
patients to weight themselves or 
use a blood pressure monitor dur-
ing the video visit, sincemany of 
the tools used to assess patients’ 
vital signs can be obtained inex-
pensively online. 

Shore also had some sugges-
tions for patients worried about 
their privacy. “One of the places 
that many of my colleagues and I 
have found useful is car therapy. 
When the car is not moving and the 
patient is not driving, it provides a 
private secure space,” he explained. 

On the other hand, telepsychia-
try opens up a world of possibili-
ties. Yellowlees shared, “I’ll get 
them to deliberately use an iPad or 
a phone or mobile device, and I’ll 
have them show me around the 
house and walk me out in the gar-
den. I’ll talk to them about their 
pictures or what they’re having for 
supper. I’ll get to see their pets, and 
potentially I’ll meet other members 
of the family—of course with ap-
propriate discussion beforehand 
with a patient.”

This can be particularly helpful 
when doing therapy, explained 
Shore, Director of Telemedicine 
Programming for the Department 
of Psychiatry, University of Colo-
rado Anschutz Medical Campus. “I 
think there’s a real power to move 
the treatment into the place where 
the patient lives.”

Telepsychiatry also allows for 
greater insights and ability to help 
patients with specific disorders. 
For instance, if you are working 
with someone with ADHD, you 
can see the state of their homes. In patients with 
eating disorders, clinicians can ask to see the pan-
try, and for patients with a hoarding disorder, you 
can monitor their progress as they sort through be-
longings.

Other special patient populations can also ben-
efit from telepsychiatry, as it evens out the playing 
field and provides a more egalitarian approach. Pa-
tients with anxiety can meet with their physician in 
a more comfortable environment, which in turn al-
lows them to share more freely. It also benefits 
children and adolescents, Aiken added. “It can be 

intimidating to be in an older doctor’s office when 
you’re an adolescent. In telepsychiatry, we are on 
their media—this is their domain, the electronic 
media, so they take it and run with it.”

A hybrid approach
According to the experts, the literature to date sug-
gests very high levels of patient satisfaction, most 

likely due to its flexibility. It be-
comes easier for patients to show 
up for appointments, with minimal 
disruptions to their schedule.

The flexibility goes both ways. 
In the past, taking an extended va-
cation or attending a convention 
meant leaving your patients behind, 
finding coverage, and the like. With 
telepsychiatry, clinicians can 
schedule appointments around their 
travel schedules and leisure time.

Another perk of telepsychiatry is 
that patients may find it easier to 
divulge sensitive information. 
“There’s a big computer science lit-
erature showing that people tend to 
be more honest if they’re talking 
about sensitive topics to a comput-
er, filling in a questionnaire, or to 
someone on video on a computer as 
opposed to in person,” Yellowlees 
said. “Imagine if you’re a female 
and you’ve been raped recently. It’s 
much easier to talk to someone like 
Jay or myself on video than to come 
into our clinics and see us there as 
sort of physically large males.”

With greater opportunities to 
connect with patients and high lev-
els of patient satisfaction, all three 
experts agreed the future should 
consist of a balanced hybrid model 
as standard care. 

“I tend to look at it like video 
and in-person visits, each has their 
own strengths and challenges, and 
it’s variable by the patient popula-
tion,” Shore explained. “As Peter 
[Yellowlees] mentioned, I’ve 
worked with victims of domestic 
violence and see them first in video 

to establish a relationship where they feel safer and 
more comfortable. Now, there are other patients 
where you may want to see them in person first to 
establish the relationship, and then do video.”

“What I’m hearing is that in the hybrid model 
patients might feel more secure in their connection 
with us, knowing that they can reach us when 
they’re at the beach, when their car is broken,” Ai-
ken said. “We just have to turn it up a bit, 110%, in 
our own attunement and energy involvement, and 
we can actually connect to patients in different 
ways.” ❒
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Talking to Pregnant Patients 
About Cannabis Use 
» Cornel N. Stanciu, MD

P ublic endorsement for potential 
benefits of the marijuana plant 
is at an all-time high. To date, 

33 states and the District of Colum-
bia have responded by legalizing 
medical marijuana, with 10 states 
also having legalized recreational 
use of marijuana. The current prac-
tice is said to be ahead of science, as 
robust research has been hindered by 
strict regulations and most epidemio-
logical studies point toward harmful 
associations. Yet the general popula-
tion turns to this botanical while 
seeking self-remedies for various ail-
ments and conditions for which oth-
er, evidence-based, treatment mo-
dalities exist. As physicians, we have 
seen some of the outcomes associat-
ed with use, particularly in vulnera-
ble populations with underlying 
mental health and addictive disor-
ders, as well as adolescents and—for 
the purpose of this article—pregnant 
individuals. 

The scope of the problem
The Center for Disease Control esti-
mates that 16.2% of pregnant women 
between the ages of 18 and 44 are 
daily users and, of all illicit drugs, 
cannabis is the most commonly 
abused by this population.1 Estimates 
also indicate that between 2009 and 
2016 cannabis use among pregnant 
females has nearly doubled, with 
young age being positively correlated 
with use.2 Given the decreased per-
ception of harm by the general public, 
women are certainly compelled to 
seek what they perceive as more natu-
ral self-management remedies. 

Aside from continuation of use if 
already smoking at the time of preg-
nancy, some initiate cannabis to man-
age morning sickness, overall nau-
sea, and vomiting. A study was 
recently conducted in Colorado in 
which researchers identified them-
selves as pregnant women and con-
tacted dispensaries for guidance in 
managing pregnancy-related symp-

toms.3 Close to 70% of dispensaries 
recommended products to treat 
symptoms particularly in the vulner-
able first trimester, while 36% of 
them also provided reassurance of 
the safety profile. Very few encour-
aged a discussion with the physician.

Consumption of cannabis during 
pregnancy results in cannabinoid pla-
cental crossing and accumulation in 
the fetal brain as well as other organs, 
where it interferes with neurodevel-
opment and the endocannabinoid 
system.4 Use during the postnatal pe-
riod can also lead to secretion in 
breast milk for extended periods (up 
to a week) after use. From retrospec-
tive studies, we know prenatal can-
nabis ingestion has been associated 
with anemia in the mothers as well as 
low birth weights, greater risk of pre-
term and stillbirths, and increased 
need for neonatal intensive care unit 
admissions.5 

Although there is no phenotypic 
syndrome and no overt birth defects, 
a review of 2 longitudinal studies in-
dicates that the majority of the terato-
genicity translates later in life, be-
yond the infant developmental stage. 
Children born to mothers who used 
cannabis during pregnancy have 
higher rates of impulsivity, delin-
quency, learning and memory impair-
ment as well as executive function 
deficits.6 There is also an increased 
association with proneness to psycho-
sis during middle childhood.7

Given that most human studies are 
observational and retrospective, we 
turn to animal studies in attempts to 
go beyond associations. Studies us-
ing rodent models hint at a variety of 
long-term neurobiological changes 
in a multitude of systems, particu-
larly the neuroendocrine system as 
well as the dopaminergic and gluta-
mate neurotransmitter systems, re-
sulting in behavioral impact later in 
life.8 Such behavioral consequences 
affect mnemonic processing and 
drug sensitivity but also emotional 
behavior and the development of lo-
comotor activity. 

The bottom line
It is important to be mindful of the 
increasing cannabis potency and the 
different formulations and adminis-
tration routes (ie, vaping), especially 
due to the declining perceived risk 
among patients. In 2018, the Ameri-
can College of Obstetricians and Gy-
necologists released guidelines for 
screening for cannabis use in preg-
nant and breastfeeding women and 
to disuade its use. This is a recom-
mendation extended to all fields of 
medicine. 

We also shall not overlook the im-
pact of cannabis on mothers during 
pregnancy. Cannabis has been associ-
ated with increased: anxiety inci-
dence; risk for depressive disorders; 
incidence of suicidal ideations and 
behavior; and symptoms of mania 
and psychosis in those with bipolar 
and schizophrenia spectrum condi-
tions.9 Use of cannabis has also been 
linked to co-ingestion of other sub-
stances as well as alcohol. Hence, 
best practices would hint at screening 
for all substances in pregnancy when 
cannabis is being used. 

Dr Stanciu is Assistant Professor of 
Psychiatry at Dartmouth’s Geisel 
School of Medicine and Director of 
Addiction Services at New Hampshire 
Hospital, Concord, NH. He reports no 
conflicts of interest concerning the 
subject matter of this article.
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Cannabis is the most 
commonly abused drug 
by  pregnant women 
between the ages of 
18 and 44.
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Anxiety & Stress Disorders

Is It OCD or an Anxiety Disorder? 
Considerations for Differential 
Diagnosis and Treatment in Youth
» Avital Falk, PhD, Rachel Goldman, 
PhD, and Justin Mohatt, MD

O bsessive compulsive disorder 
(OCD) manifests as recurrent 
and persistent obsessive 

thoughts, and/or repetitive compul-
sive behaviors. The disorder affects 
about 2% of the population, with in-
cidence peaks in both pre-adolescent 
childhood and young adulthood.1 
Anxiety disorders are the most com-
mon emotional difficulty for children 
and, in the in the US, 7.1% of chil-
dren (aged 3-17 years) have been di-
agnosed with an anxiety disorder.2 
This number increases when consid-
ering lifetime prevalence; up to one-
third of the population will suffer 
from an anxiety disorder at some 
point.3 OCD and anxiety disorders 
present differently from child to 
child, and it can be challenging to 
distinguish between OCD and the 
various anxiety disorders. While 
OCD and anxiety disorders are often 
comorbid and have overlapping 
symptoms, there are some key distin-
guishing factors that lead to diagnos-
tic clarity.4 Differentiating between 
these attributes can guide treatment 
choices and goals for OCD as well as 
non-OCD anxiety disorders.

Differential diagnosis
In 2013, DSM-5 separated OCD 
from anxiety disorders a distinct cat-
egory and created Obsessive Com-
pulsive and Related Disorders. While 
the diagnostic criteria spell out dif-
ferences between the categories, phe-
notypically, the presentations of 
OCD and anxiety disorders (such as 
social anxiety disorder and specific 
phobias) can appear very similar.

DSM-5 defines obsessions as “re-
current and persistent thoughts, urg-
es, or images that are experienced, at 
some time during the disturbance, as 
intrusive and unwanted, and that in 

most individuals cause marked anxi-
ety or distress.” This marked anxiety 
or distress leads to an urge to com-
plete compulsions. Patients often 
come in describing that they are “ob-
sessing” or having persistent 
thoughts, yet these descriptions do 
not necessarily indicate the presence 
of OCD and may be indicative of ru-
minations or fears more consistent 
with an anxiety disorder.

Two helpful considerations when 
determining whether recurrent 
thoughts are obsessions as defined 
within the framework of OCD per 
DSM-5 are (1) the source of the 
threat and the nature of the thoughts 
and (2) presence or absence of com-
pulsive behaviors.

1 The Source of Threat and 
Nature of the Thoughts. The 

source of threat can help distinguish 
between the various anxiety 
disorders. According to DSM-5, the 
presence or absence of “non-real-life 
concerns” or content that is “odd, 
irrational, or of a seemingly magical 
nature” can often indicate OCD. 
DSM-5 added the possibility that an 
individual may not recognize that the 
beliefs are possibly untrue and, in 
this case, there is a specifier “with 
absent insight/delusional beliefs.”

2 Presence or Absence of 
Compulsive Behaviors. There 

are instances in which the 
obsessions are about something 
rational; however, in these cases, 
there are often rituals or 
compulsions that are not rational 
responses to the thought. While 
DSM-5 does not require that the 
individual recognize that the 
behaviors are irrational, the criteria 
still clearly states that “these 
behaviors or mental acts are not 
connected in a realistic way with 
what they are designed to neutralize 
or prevent, or are clearly excessive.”

CASE VIGNETTES

“Max” is terrified of vomiting. He 
avoids being near sick people and 
runs away when he hears that some-
one in his class has been ill.

“Sarah” is also terrified of vomit-
ing. She engages in excessive and 
ritualized hand washing to prevent 
illness, and her hands are chapped 
and raw as a result. She counts the 
number of seconds she washes to 
make sure she feels that she has 
completed her cleaning task.

In a specific phobia, there may be 
recurrent thoughts about a specific 
topic or item. It may appear that these 
are obsessions. In both of these ex-

amples, we can consider that the 
source of threat—illness and vomit-
ing—is the same. This is not a 
non-real life concern and the content 
is not odd, irrational, or of a seeming-
ly magical nature. With Max, rituals 
are not present, and instead we see 
significant avoidance. Only Sarah 
presents with compulsions, which 
are not connected in a fully realistic 
way with the prevention of illness.

We can extend this example to 
other anxiety disorders: in a case of 
social anxiety disorder, the source of 
threat is judgement and evaluation 
from others. A person may have re-
current thoughts about this, but they 
typically engage in avoidance of 
these situations rather than in com-
pulsive behaviors that are discon-
nected with the fear. In generalized 
anxiety disorder (GAD), a person is 
likely to have recurrent and persistent 
thoughts about a variety of things, yet 
these are categorized as ruminations. 
If the person has compulsions, then 
this may warrant a separate diagnosis 
of OCD (Table).

CASE VIGNETTES

“Jamie” is having recurring thoughts 
about harming herself and others. 
She is terrified to go near knives for 
fear that she will hurt someone. She is 
extremely distressed about these 
thoughts and seeks reassurance from 
her mother multiple times a day to 
confirm that she has not hurt anyone.

“Danielle” has suffered from OCD 
symptoms for years. She is now pre-
senting with significant symptoms of 
depression and is having thoughts 
about harming herself. She is dis-
tressed about the fact that she is hav-
ing suicidal ideation and hates that 
she is having so much trouble finding 
a reason to live.

Both Jamie and Danielle present 

SIGNIFICANCE FOR PRACTICING PSYCHIATRISTS
Obsessive and compulsive disorders and anxiety disorders present 
differently in each person, and it can be challenging to distinguish between 
them. While OCD and anxiety disorders have overlapping symptoms, there 
are some key distinguishing factors that lead to diagnostic clarity and can 
guide treatment choices and goals.

 ◗ OCD and anxiety disorders are often comorbid and have overlapping features, but 
are distinct diagnoses.

 ◗ There are key features than can help provide diagnostic clarity, which are outlined 
in the article.

 ◗ Differentiating between OCD and anxiety disorders can guide treatment choices.
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with thoughts about harming them-
selves, and in both cases these 
thoughts are distressing. The differ-
ential that we are considering is 
whether these thoughts are intrusive 
thoughts consistent with OCD or true 
suicidal ideation.

Intrusive thoughts are unwanted 
thoughts with which a person does not 
agree.5 The thoughts are most often 
incongruent and antithetical to the per-
son’s values and true beliefs. Jamie is 
having thoughts about harming others 
even though she absolutely does not 
want to harm anyone and is horrified 
by having a thought about it. Some in-
dividuals may have thoughts about 
sexual interest in children, even though 
they are not interested in children sex-
ually. These are intrusive thoughts, 
and the obsession and source of threat 
is “does the fact that I am having a 
thought mean something about me?” 
or “does the fact that I am having a 
thought mean something about my de-
sires and what I may do in the future?” 
The thoughts are taken as truth and are 
often interpreted as holding significant 
meaning about the individual. With 
intrusive thoughts, people often do not 
understand why they are having these 
thoughts. The thoughts are ego-dys-
tonic and often the opposite of the in-
dividual’s desires.

In contrast, Danielle is distressed 
about her thoughts of harming her-
self, but she is further distressed be-
cause she has some ego-syntonic de-
sire to harm herself. Fears may also 
be egosyntonic. A fear of being 

stabbed by an intruder is consistent 
with what a person wants: a desire to 
prevent being stabbed. In many cas-
es, this would be categorized as a fear 
and may be consistent with a phobia 
or anxiety disorder.

CASE VIGNETTE

“Ben” has a life-threatening allergy 
to nuts and is terrified of having a se-
vere allergic reaction. Upon further 
assessment, Ben explains that he has 
stopped eating at restaurants, even 
when they are nut-free, and checks 
food labels multiple times, even on 
products that he has previously eat-
en. His mother discloses that, a few 
years ago, he washed his hands 5 
times before each meal.

When it remains unclear whether 
a presentation is OCD or an anxiety 
disorder, it may be helpful to assess 
for other compulsive behaviors, past 
or present. Ben presents with fear of 
an allergic reaction, which could be a 
specific phobia. Upon further assess-
ment, it would become obvious that 
there are current checking behaviors 
that are irrational. Even if these were 
not present, the history of hand-wash-
ing compulsions is a strong indicator 
that Ben’s symptom presentation is 
likely consistent with a diagnosis of 
OCD (Figure).

Treatment Considerations
When considering a course of treat-

ment, it is helpful to conceptualize 
OCD separately from anxiety disor-
ders, from both psychotherapeutic 
and medication perspectives. Anxie-
ty disorders are treated with cogni-
tive behavioral therapy (CBT), which 
includes exposure, facing fears, and 
anxiety-provoking situations. With 
anxiety disorders, this exercise re-
volves around facing the fears them-
selves. When treating OCD, this 
treatment element is part of exposure 
and response prevention (ERP). Re-
sponse prevention, or preventing the 
compulsion or compensatory behav-
ior, is essential. If a person completes 
exposures, but later engages in the 
compensatory behaviors, rituals, or 
compulsions, the individual learns 
that they are only okay because of the 
compensatory behavior. The impact 
of the exposure is diminished, and 
this reinforces the obsessive-compul-
sive cycle rather than reducing it. For 
example, if a patient has OCD with 
contamination concerns and he prac-
tices touching the floor throughout 
his session, but then goes home and 
scrubs his hands for 30 minutes, he 
only learns that he was able to toler-
ate the exposure because he was able 
to complete a compulsion. Treatment 
for OCD must include both the expo-
sure and the response prevention.

The first-line medications for both 
OCD and anxiety disorders are selec-
tive serotonin reuptake inhibitors. 
Additionally, for both OCD and anx-
iety disorders, there is strong evi-
dence for a combination of SSRIs 

and CBT as the most effective treat-
ment.6,7 Despite strong evidence of 
the effectiveness of SSRIs in the 
treatment of anxiety, the only 
FDA-approved medication for child-
hood anxiety disorders is the SNRI 
duloxetine for treating generalized 
anxiety disorder.8 The evidence for 
the use of alternative medications in-
cluding venlafaxine, buspirone, mir-
tazapine, tricyclic antidepressant, 
and benzodiazepine among others is 
less compelling or negative.8,9

This is not the case for OCD; 
fluoxetine, sertraline, fluvoxamine, 
and clomipramine are all FDA-ap-
proved for the treatment of pediatric 
OCD, giving clinicians numerous 
options before considering off-label 
treatments. When treating OCD with 
medication there are two additional 
major differences. OCD often re-
quires high doses of SSRIs, doses 
that are not usually necessary for 
anxiety disorders. Moreover, OCD 
may take longer to respond to medi-
cations than anxiety disorders; clini-
cians must prepare their patients for 
this and understand this before decid-
ing to further titrate a patient’s dose 
of medication.

Differential diagnosis is also criti-
cal to medical decision making, as 
certain comorbid disorders  may af-
fect choice and response to medica-
tions. For example, patients with 
co-occurring tic disorders and OCD 
may benefit more from off-label aug-
mentation with an atypical antipsy-
chotic than patients who do not have 

Table. Differentiating between non-OCD and OCD presentations

Differential Non-OCD presentation OCD presentation

Fear-based anxiety 
disorders vs OCD

Fears, anxiety, and resulting avoidance; usually source of 
threat is about real-life concerns

  Specific phobia: fear of specific object or situation

  Separation anxiety disorder: fear of bad outcome when 
separated from person(s)

  Social anxiety disorder: fear of judgement or evaluation 
from others

  Panic disorder: fear of the physical symptoms of anxiety, 
panic, and fear

  Agoraphobia: fear of not being able to escape situations; 

  Fears, anxiety, and resulting compulsive behaviors

  Often co-occurring with other obsessions and/or 
compulsions

  Fears OR resulting behaviors are somewhat 
irrational in nature

GAD vs OCD   Ruminations – thinking about things over and over

  Usually about real-life concerns

  Jump from one concern to the next

  Thinking worst case scenario in an array of situations

  Obsessions: recurrent and persistent thoughts 
(thinking about things over and over)

  Either about less realistic concerns and/or 
accompanied by compulsive behaviors

  Usually fall within certain domains of concern

Suicidal ideation vs 
OCD-related intrusive 
thoughts about suicide

Distress stems from: “I am having thoughts about suicide, 
and I am so distressed that I am at this point of not wanting 
to live”

Distress stems from: “I am having thoughts about 
suicide and I am so distressed because I want to 
live, and I am scared that the fact that I am having 
these thoughts means something about me. What if 
it means that I don’t want to live? Or that I will harm 
myself in the future?”
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a tic disorder.
In Jamie’s case, we would provide 

psychoeducation about intrusive 
thoughts and OCD and then proceed 
to exposure and response prevention. 
We would have her face her obses-
sion that her thoughts are meaningful 
by purposely thinking about harming 
people, while preventing any reassur-
ance seeking and avoidance. We 
would also have her hold knives 
while thinking these thoughts. This 
would allow her to see that her 
thoughts are not dangerous and do 
not reflect who she is or who she will 
become. She will learn that she can 
think the thought, and still not harm 
anyone. For Danielle, despite her sig-
nificant history of OCD, we would 
address her primary concern of de-
pression and suicidal ideation.

Conclusions
While it may be challenging to dif-
ferentiate between OCD and other 
anxiety disorders, using a multi-in-
formant assessment and understand-
ing the content of a patient’s fears is 
a fundamental start to outlining an 

effective treatment plan. It is also im-
portant to consider that, given the 
high comorbidity between anxiety 
disorders and OCD, if a patient meets 
full criteria for both OCD and an anx-
iety disorder, both diagnoses should 
be given.

Treatment approaches for anxiety 
disorders emphasize exposure treat-
ment, and it is essential to include 
response prevention in the treatment 
of OCD. Maintaining an openness to 
the source of threat and presence of 
less typical symptoms as you assess 
and build rapport with a patient can 

aid in diagnostic clarity and provide 
a foundation to flexibly adapt treat-
ment approaches.
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this and understand this before deciding 
to further titrate a patient’s medication.
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» Steven A. King, MD, MS

F ears about the overprescription 
of opioid analgesics and the 
opioid epidemic have resulted 

in initiatives for physicians to pre-
scribe these medications more judi-
ciously. However, new concerns 
about patients needlessly suffering 
untreated or undertreated pain have 
been raised.

Unfortunately, many lay people 
and even many health care providers 
still believe that opioids are the opti-
mal treatment for all forms of pain 
and that there are no good alterna-
tives. Studies, however, have shown 
that nonopioid pharmacologic thera-
pies and nonpharmacologic therapies 
can be as effective and, in many cases, 
even more effective than opioids.

A new systematic review and me-
ta-analysis of mind-body therapies 
(MBTs) for patients whose pain is 
being treated with opioids highlights 
how useful these modalities can be 
and the importance of considering 
them when caring for patients suffer-
ing with pain.1

The review included 60 studies 
with 6404 participants. A variety of 
MBTs were employed, including 
meditation, hypnosis, relaxation, 
guide imagery, therapeutic sugges-
tion, and cognitive-behavioral thera-
py (CBT) depending on the individu-
al studies. The types of pain varied 
from procedural pain to burn pain to 
cancer-related pain to chronic pain. 
The impact of various MBTs on the 
pain and on the use of opioids were 
examined.

The findings indicated that medi-
tation, hypnosis, therapeutic sugges-
tion, and CBT were most likely 
among the MBTs to provide the 
greatest pain relief with moderate to 
large improvements. Meditation, 

hypnosis, and CBT appeared to have 
the greatest impact on opioid use. The 
researchers noted that the lack of evi-
dence for the impact of the other MB-
Ts may reflect that there were fewer 
studies rather than evidence that those 
MBTs are less likely to have an effect 
on either the pain or opioid use.

There were also indications that 
MBTs may provide some benefit for 
opioid craving and misuse, another 
reason why their use should be con-
sidered for patients on opioids for 
whom it is believed these medica-
tions should be discontinued.

There were differences between 
the types of pain for which the indi-
vidual MBTs were studied. Studies 
that looked at meditation-based ther-
apies primarily focused on chronic 
noncancer pain while most hypnosis, 
relaxation, and imagery studies fo-
cused on acute, procedural, or can-
cer-related pain. Whether this pro-
vides any guidance as to which type 
of therapy would be most beneficial 
for which type of pain is open to 
question and warrants further study.

It is worth noting that there is a 
great deal of overlap between many 
of the MBTs and what might be con-
sidered meditation by some could be 
considered relaxation or even hypno-
sis by others, so there is often a lack 
of clear demarcation between them. 
MBTs are not a magic bullet for the 
management of pain. They showed a 
moderate but statistically significant 
effect on the pain and resulted in a 
small but statistically significant re-
duction in opioid use.

In addition to these apparent ben-
efits, MBTs also have one very sig-
nificant advantage over many of the 
other treatments for pain: they are es-
sentially free of adverse events. If 
they are tried and do not provide any 
benefit, the patient will be no worse 

off. As with all the other interventions 
to manage pain, no one can guarantee 
that MBTs will provide improvement 
but one can be as close as possible to 
certainty that they will not have any 
negative impact on those being treat-
ed with them. If the opioid epidemic 
has taught us anything it is that thera-
pies initiated to help patients can end 
up having a destructive effect. 

There is one very real limitation in 
the introduction of the MBTs as ma-
jor treatments for pain. For the most 
part, in academic centers and hospi-
tals, pain management is primarily 
considered to be a subspecialty of a 
single medical specialty—anesthesi-
ology. The only significant exception 
to this is headache management, 
which is usually considered to be a 
part of neurology.

The reality is that few anesthesi-
ologists and neurologists, even those 
who specialize in pain management, 
receive much, if any, training in the 
use of MBTs, nor do most primary 
care physicians upon whom the man-
agement of pain often falls. Thus, 

most patients with pain are unlikely 
to come into contact with caregivers 
who are knowledgeable about MBTs, 
much less know how to utilize them.

Obviously, the physicians most 
likely to be trained in the use of MBTs 
are psychiatrists, and this is one of 
many reasons why psychiatrists 
should be more involved in the care 
for patients with all forms of pain and 
not just those patients with diagnos-
able mental disorders.

There is a need for more and better 
studies on MBTs for pain. However, 
this can be said of all the other treat-
ments for it. Let us recall that millions 
of patients have been prescribed opi-
oids for the management of chronic 
pain although there are virtually no 
studies demonstrating their efficacy.

Dr King is in private practice in 
Philadelphia.
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“MBTs showed  
a moderate but 
statistically 
significant effect 
on the pain.”
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B ipolar disorder, typically a 
chronic and recurring illness as-
sociated with significant disabil-

ity, has a total worldwide prevalence 
estimate of 2.4% across the spectrum 
of the disorder.1 The notion that bipolar 
disorder could be progressive dates 
back to Kraeplin (1913), who observed 
that “...the disease shows the tendency 
later on to run its course more quickly 
and to shorten the intervals...”2 Indeed, 
evidence suggests an association be-
tween multiple episodes and cycle ac-
celeration, treatment resistance, func-
tional impairment, higher rates of 
comorbidity and suicide risk, increased 
number of hospitalizations, and cogni-
tive impairment.3

Neurobiological mechanisms may 
underlie this progression. Recurrent 
mood episodes, potentially including 
exacerbating factors such as psycho-
social stressors and substance abuse, 
for instance, may lead to pathological 
brain changes mediated by processes 
such as oxidative stress, inflamma-
tion, and alterations to neurotrophins. 
These brain changes, in turn, could 
predispose individuals to poorer 
medication response and a progres-
sively deteriorating clinical course.4

The concept of neuroprogression 
remains controversial. Evidence of 
progressive brain changes occurring 
over the bipolar clinical continuum is 
inconsistent and lacking in support-
ive longitudinal data (Table).

Neuroprogression and 
structural neuroimaging
A family history of bipolar disorder is 
the most significant risk factor for de-
veloping the disorder, with an estimat-
ed heritability of 59% to 85%.5 Evalu-
ation of the children of parents with 
bipolar disorder—who are at-risk indi-
viduals—provides an important re-
source to examine neurobiological 
abnormalities associated with genetic 
risk; it also informs an understanding 
of the relationship between neurobio-
logical changes and early psychopa-

thology as well as the neurobiological 
antecedents to a mood episode.

Mapping clinical progression with 
associated brain changes is funda-
mental to supporting the concept of 
neuroprogression. This process is 
complicated by confounding vari-
ables, including the use of psychotro-
pics (which may confer positive or 
negative neurotrophic effects) and 
comorbid substance or alcohol use, 
as well as by the challenge of differ-
entiating between abnormal brain 
development versus a progressive 
process. Critical brain maturation, 
involving myelination and synaptic 
pruning, occurs from fetal develop-
ment through adolescence; given the 
complex and variable nature of these 
changes, disentangling abnormal 
neurodevelopment from neuropro-
gression is a formidable task.6

Replicated findings of abnormal 
gray matter volumes in the right ven-
trolateral prefrontal cortex of at-risk 
individuals are noteworthy, as this 
region is involved with emotion and 
attention regulation—important ar-
eas of impairment in bipolar disorder. 
Abnormal gray matter findings in at-
risk youth highlight the challenge of 
evaluating neuroprogression. Insofar 
as they are largely based on cross-
sectional studies, they may represent 
stand-alone genetic risk markers, 
early manifestations of the disease 
process, neuroprotective compensa-
tory changes, or genetic markers that 
interact with neurodevelopment to 
materialize later in the illness. In all, 
it is important to conduct prospective 
longitudinal studies to provide in-
sight into these findings.6,7

White matter studies in at-risk 

youth are more consistent and dem-
onstrate abnormalities of the cingu-
lum, corpus callosum, and the pre-
frontal areas as well as of the tracts 
connecting the frontal, temporal, and 
parietal lobes. In addition, longitudi-
nal evidence suggests that baseline 
reduced white matter integrity in at-
risk individuals remains stable over 
time. Collectively, these findings 
suggest that premorbid white matter 
abnormalities in childhood may be 
representative of genetic risk rather 
than a neuroprogressive process.6,7

Clinical progression and  
treatment considerations
Children of parents with bipolar dis-
order have a higher risk for anxiety, 
depression, and behavioral disorders 
and up to 75% have at least one child-
hood axis I disorder. By young adult-

hood, other psychiatric disorders pre-
cede bipolar development in 20% of 
cases while 55% develop other psy-
chiatric illnesses.8

Evidence of clinical antecedents to 
bipolar disorder informs clinical stag-
ing models of bipolar disorder devel-
opment. One such model proposes a 
clinical continuum that evolves from 
identification of a well at-risk child, to 
childhood nonspecific sleep and/or 
anxiety disturbances or disorders, fol-
lowed by a pubertal single depressive 
episode and/or minor mood episodes 
(adjustment and subaffective mood 
disorders), then mid- to late-adoles-
cent recurrent major depression, and, 
ultimately, an index hypomanic or 
manic episode in early adulthood. In 
advancing early detection and inter-
vention, a clinical staging model may 
afford the opportunity to mitigate a 

progressive clinical trajectory via 
well-timed treatment intervention.9

While there are data to inform the 
pharmacologic management of pedi-
atric bipolar disorder, there is little 
empirical evidence to guide the clini-
cal management of symptomatic at-
risk youth. The use of lithium, the 
first medication approved by the FDA 
for pediatric bipolar disorder, was ini-
tially informed by adult data, with 
studies evaluating its pediatric use 
endeavoring to bridge this gap, such 
as the Collaborative Lithium Trials. 
In terms of acute monotherapy for 
manic and mixed states, the available 
evidence for the mood-stabilizing 
benefits of anticonvulsants is weaker 
in the pediatric population. Second-
generation antipsychotics are more 
effective than lithium and anticonvul-
sants but are associated with more 
adverse effects, including weight gain 
and metabolic disturbances.10

Currently, divalproex, carbamaze-
pine, and lamotrigine are not FDA-
approved for bipolar management in 
youth, while lithium is approved for 
acute manic and mixed states in 
youths aged 12 to 17 years. Risperi-
done, quetiapine, aripiprazole, and 
asenapine are FDA-approved for 
acute manic and mixed states in 
youths aged 10 to 17 years and olan-
zapine for acute manic and mixed 
states in adolescents aged 13 to 17 
years. Lurasidone and combination 
olanzapine/fluoxetine are FDA ap-
proved for depression associated 
with bipolar I disorder in youths aged 
10 to 17 years. There are no FDA-
approved medications for individuals 
at risk for bipolar disorder.

At-risk youth may be at increased 
risk for antidepressant-induced ma-
nia or hypomania as well as other 
treatment-emergent adverse effects. 
Furthermore, psychostimulant expo-
sure in at-risk youths raises concern 
for stimulant-induced mania, hypo-
mania and/or mood dysregulation; 
however, some evidence suggests it 
does not contribute to the develop-
ment of bipolar disorder, even in a 

Neuroprogression of Bipolar Disorder 
in Children and Adolescents

CLINICAL

“A clinical staging model may afford the opportunity 
to mitigate a progressive clinical trajectory via 

well-timed treatment intervention.”
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high-risk population. Additionally, 
extant evidence indicates that stimu-
lant and/or antidepressant exposure 
may or may not be associated with an 
earlier age of bipolar onset.11

There are limited randomized, pla-
cebo-controlled, double-blind studies 
evaluating the treatment of at-risk 
youth, and extant pharmacological 
studies are inconsistent. Divalproex 
may or may not alleviate mood symp-
toms.12,13 Lithium did not demonstrate 
efficacy in alleviating depression.14 
Treatment with paroxetine or with a 
combination of paroxetine and dival-
proex was associated with the devel-
opment of a manic episode and/or hy-
pomanic symptoms or suicidality in 
more than 50% of a small sample of 
depressed high-risk youth.15 Quetia- 
pine significantly improved mood 
symptoms in high-risk youth; howev-
er, an increased body mass index was 
noted over the 12-week period.16

A 12-week double-blind, placebo-
controlled study evaluated at-risk 
youth with cyclothymic disorder or 
bipolar disorder not otherwise speci-
fied. Compared with placebo, aripip-
razole was significantly more effica-
cious in reducing manic symptoms; 
however, longer-term studies are 
needed to determine effectiveness 
and tolerability beyond the acute 
treatment phase.17

Overall, there are limited pharma-
cotherapy studies to inform treatment 
of the at-risk population and further 
research is needed to determine safe 
and effective treatments. Increasing-
ly, findings suggest the viability of 
nonpharmacologic treatment options. 

In symptomatic high-risk youth, fam-
ily focused therapy may confer more 
rapid recovery from baseline mood, 
as well as more weeks in remission 
and fewer manic/hypomanic symp-
toms.18 Mindfulness-based cognitive 
therapy may improve clinical severity 
in anxious high-risk youth.19 Interper-
sonal and social rhythm therapy, 
which confers mood stability via pro-
motion of good sleep hygiene and 
regularization of daily rhythms, may 
be associated with decreased risk for 
subthreshold symptoms of mania/hy-
pomania in at-risk youth.8

In addition to psychosocial inter-
ventions, omega-3 fatty acids may be 
beneficial. Indeed, considering their 
neurotrophic, anti-inflammatory, and 
neuroprotective properties, deficiency 
of eicosapentaenoic acid (EPA) and 
docosahexaenoic acid (DHA) may be 
a risk factor for recurrent mood disor-
ders.20 Moreover, graded erythrocyte 
EPA and DHA deficits are associated 
with an increasing risk for bipolar dis-
order in at-risk youths.21 Interestingly, 
there is evidence that omega-3 fatty 
acid monotherapy is safe, well-toler-
ated, and modestly improves manic 
symptoms in youths with bipolar dis-
order;22 additionally, combination 
omega-3-fatty acids plus inositol re-
duces manic and depressive symp-
toms.22 Overall, with limited efficacy 
of traditional mood stabilizers and 
potential significant adverse effects 
associated with atypical antipsychot-
ics, omega-3 fatty acids and/or psy-
chosocial interventions may be attrac-
tive early-intervention options for 
at-risk youths.

Neuroprogression and 
treatment considerations
When considering evidence that succes-
sive episodes could confer treatment 
resistance, neuroprogression-informed 
medical decision-making suggests 
adopting an assertive treatment ap-
proach in youth to prevent or mitigate 
the onset of mood episodes. Indeed, 
adult studies have found that experienc-
ing more affective episodes confers a 
poorer antimanic lithium response as 
well as a poorer olanzapine response for 
acute mania and maintenance.23,24 The 
presence of more episodes worsens re-
sponse to group psychoeducation, while 
adjunctive cognitive behavioral therapy 
is more effective in individuals who 
have experienced fewer than 12 epi-
sodes.25,26 However, to lend support for 
neuroprogression and, effectively, for 
early intervention, prospective longitu-
dinal studies that demonstrate decreas-
ing response to a given treatment over 
successive episodes are needed.

The possibility of neuroprogression 
also suggests consideration of the neu-
roprotective potential of psychotropics 
in treating bipolar or at-risk youth. Evi-
dence indicates that lithium protects 
against excitotoxic apoptosis; that lith-
ium and valproate reduce oxidative 
stress; and that lithium, valproate, and 
second-generation antipsychotics in-
crease brain-derived neurotrophic fac-
tor.4 Furthermore, past lithium or dival-
proex exposure may be associated with 
greater amygdalar gray matter volume 
in youths with bipolar, and long-term 
lithium exposure may protect against 
hippocampal atrophy in bipolar 
adults.27,28 However, these cross-sec-
tional designs limit the attribution of 
neuroprotective processes to mitigation 
of a progressive bipolar course.

A prospective 8-week study of 
adults with bipolar who were treated 
with lithium monotherapy demon-
strated clinical improvement concur-
rent with a normalizing effect on 
mania-related functional brain con-
nectivity.29 In a 12-week study of at-
risk youth, divalproex monotherapy 
was not associated with structural, 
neurometabolite, or functional brain 
changes.30 Overall, to draw more de-
finitive conclusions about the role of 
neuroprotection in implementing 
treatment strategies for bipolar or at-
risk youth, it is important to examine 
at-risk through illness states via lon-
gitudinal prospective studies that con-
temporaneously evaluate neuroimag-
ing and clinical and treatment course.

Controversy and ethical 
considerations
The concept of neuroprogression is 
controversial. In counterpoint to 

cross-sectional evidence of cognitive 
deterioration with successive epi-
sodes, longitudinal evidence sug-
gests that cognitive deficits are stable 
throughout the continuum of the dis-
order. Moreover, some long-term 
studies demonstrate an increase in 
cycle duration over time or random 
affective cycling patterns rather than 
cycle acceleration, the latter a tenet 
of the neuroprogression hypothesis. 
Indications of more functional im-
pairment with successive episodes do 
not consider patients with recalci-
trant symptoms after a first episode 
who may be at higher risk of recur-
rence. Indeed, this suggests that the 
relationship between recurrence and 
functional outcome is preexistent at 
disorder onset.

Likewise, evidence indicates the 
existence of bipolar subgroups and the 
possibility that the same subgroup of 
about one-third of patients demon-
strates cognitive deterioration, more 
episode recurrences, treatment resis-
tance, and/or poorer functional out-
comes. If this is the case, it may be 
distinct and different pathophysiolog-
ical pathways between subgroups that 
account for neurobiological changes 
and differences in clinical outcome.

Importantly, the concepts of clini-
cal staging and neuroprogression raise 
ethical considerations. Identification 
of youth at risk for bipolar disorder in-
troduces vulnerability to stigmatiza-
tion and may induce psychological 
distress in erroneously implying that 
bipolar disorder development is inevi-
table. The idea that early treatment and 
psychotropic-associated neuroprotec-
tion prevent progression to later bipo-
lar stages could lead to unnecessary 
treatment with psychotropics associ-
ated with significant adverse effects.31

Concluding thoughts
Neuroprogression is a concept that is 
not wholly supported. In children and 
adolescents, a clinical progression is 
evident in the evolution from asymp-
tomatic at-risk status to subthreshold 
symptoms to the first threshold mood 
episode. However, evidence of ac-
companying progressive neurobio-
logical changes associated with bipo-
lar disorder after its onset is 
insufficient. It is important to conduct 
longitudinal, prospective clinical 
studies to evaluate neurobiological 
indices of neuroprogression. Future 
longitudinal studies have the potential 
to inform clinical staging models that 
improve our understanding of the bi-
polar clinical continuum and the po-
tential role of early intervention in 
delaying or preventing bipolar disor-
der in at-risk youth.

Table. Key points in neuroprogression in pediatric bipolar disorder
  Neuroprogression is a controversial concept that suggests bipolar 

disorder is a progressive illness involving clinical deterioration mediated 
by neurobiological mechanisms.

  Evaluation of children who have parent(s) with bipolar disorder offers an 
important resource for exploring the neurobiological and clinical course of 
bipolar disorder.

  Prospective longitudinal studies of at-risk youth may improve our 
understanding of neurobiological abnormalities associated with genetic 
risk for bipolar disorder and afford exploration of neurobiological changes 
that may occur over its clinical continuum.

  Evidence suggests that children who have parents with bipolar disorder 
demonstrate a predictive forward clinical sequence culminating in the 
development of an index hypomanic/manic episode, forming the basis of 
clinical staging models for bipolar disorder.

  A clinical staging model has the potential to mitigate the clinical trajectory 
of bipolar disorder by advancing early detection and intervention.

  There is limited empirical evidence to guide the clinical management of 
at-risk youth; nonpharmacologic treatment options may confer a more 
desirable risk to benefit ratio compared with pharmacologic options.

  Identification of at-risk youths raises ethical concerns, including the 
possibility of stigmatization and unnecessary treatment.

  There are insufficient data to support the concept of neuroprogression in 
bipolar disorder.
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W e have seen it all, or at least we 
thought we had. But this current 
financial/health outlier is one in 

which there are no easy answers as to the 
pandemic’s impact on our world or do-
mestic economies, or the very survival of 
our health care system. 

So amidst this world of unknowns, we 
share some tips and advice to weather the 
financial fallout of this storm.

Advice for young and  
mid-career physicians
If you are in the accumulation phase of your 
career, nothing has changed. Unless this is 
the end of our financial systems as we have 
known them, and that is highly unlikely, the 
companies in which you have invested and 
loved are now at fire-sale prices. This makes 
them good investments, provided you are 
going to hold them long-term. Just keep 
saving and investing as you have been. 

Uncertainty is the last thing Wall Street 
wants to see. In fact, uncertainty is the last 
thing any of us wants, especially when it 
comes to our health or financial security. 
We have, as a team of financial advisors, 
witnessed more than 3 decades of ups and 
downs in the market, and just about every 
geo-political event imaginable.

But this downturn, as severe as it has 
been, is something that we have not seen 
before. It is disconcerting  to watch your 
investments lose up to 30% of their value in 
one week. However—and, yes, there is a 
however—although we have not seen this 
particular rapid spiral into a bear market 
and possible recession, we know from past 
experiences things come back and advance 
further. This should be no different, since 
banks are strong and the government is giv-
ing its full accommodation to the virus and 
the financial markets.

We have seen that fear is the most dan-
gerous emotion in investing. The feeling of 
watching your portfolio grow each year is 
pleasant, but it does not match the pain 
when your investments lose value. Presum-
ing that you had a good financial plan and 
your exposure to stocks was not more than 
the absolute minimum risk you had to as-
sume to achieve your financial goals, just 
stay the course. 

You must remember that your stock 
portfolio represents a long-term strategy; 

so, do not sell because of fear. Selling after 
a large decline in the markets is turning a 
paper loss into a real loss.

Then comes the problem of getting back 
in before the markets turn upward, possibly 
as quickly as they went down. This is the age 
of computer trading and things happen 
quickly; this downturn may be the fastest 
and most severe to date. It gave few investors 
a chance to trim their holdings, since the 
markets went down considerably in just 1 
week.

For those retirement-ready or 
already retired
For those ready to retire or in retirement, 
reviewing your budget is essential. Specifi-
cally, it may be a good time to divide your 
expenses between essential and discretion-
ary. Essentials such as food, mortgages, 
property taxes, utilities, car payments, and 
the like, must be paid. The discretionary 
side would be anything not essential, such 
as eating out, gifts, travel, and so forth. 
When you calculate the essential and dis-
cretionary costs, you can divide each num-
ber by your investment net worth, find what 
the percentage is, and stick to a budget that 
does not exceed this percentage.

As your portfolio goes down or up, and 
if the percentage is higher than planned, 
you may want to cut back on your discre-
tionary spending until the portfolio has 
recovered. This will preserve principal and 
address the danger of creating a vicious 
cycle of depleting your savings when your 
withdrawal percentage keeps increasing as 
the portfolio value declines.

There are other strategies to consider. 
Some examples would be tax-harvesting 
losses by switching positions on the same day, 
thereby not missing a possible market upturn, 
but locking in future loss carry-forwards. Al-
so, repositioning portfolios that previously 
had too much increase to consider a move 
because of capital gains. There are many pos-
itive moves to consider while we are experi-
encing these depressed markets. 

Of course, it is imperative that you con-
sult with a tax professional before making 
any changes. 
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D o you prescribe antidepressants for your 
patients with bipolar depression? If so, 
think again, and consider results from the 

Systematic Treatment Enhancement Program–
Bipolar Disorder (STEP-BD) studies. This was 
the largest federally funded group of studies of 
bipolar disorder treatment, and they included 
important randomized clinical trials involving 
subsamples of the 4360 patients enrolled. 
Among the significant findings were the 
following:

1 Antidepressants (bupropion, paroxetine) 
are not more effective than placebo for 

bipolar depression (24% for the 
antidepressants versus 27% for the placebo 
in a 6-month trial).1 The antidepressants, when 
added to a mood stabilizer, did not induce 
more switches into mania (10% versus 11%), 
but the patients who participated in the study 
were probably at very low risk for switching. 
However, patients with bipolar depression 
with mixed features (defined as having 2 or 
more manic symptoms [eg, agitation and 
racing thoughts] with their depression) 
developed manias over the next several 
months that were more severe as compared 
with placebo-treated patients.

2 A group of 86 patients with bipolar disorder 
who responded to an antidepressant when 

depressed were identified. Some were rapid 
cyclers (4 or more episodes per year). All of 
the patients were also prescribed mood 
stabilizers such as lithium, valproate, or a 
second-generation antipsychotic. These 
patients were randomized to stay on the 
antidepressants or discontinue them. The 
patients with rapid cycling who were 
continued on their antidepressant had triple 
the number of depressions per year compared 
with those without rapid cycling. Yet, there 
was no difference in the rate of depressions 
between rapid and non-rapid cycling in the 
antidepressant discontinuation group. Thus, 
depressive morbidity and cycling were 
worsened by continuation of an 
antidepressant in patients with rapid cycling.2

3 In another STEP-BD study, prospective 
data were collected on the first 1500 

patients looking for evidence of the 
antidepressant-associated chronic irritable 
dysphoria (ACID) syndrome described in 
previous case reports.3 It had been proposed 
that ACID was caused by treating patients 
who had bipolar depression with an 
antidepressant. The patient sample included 
63% bipolar I patients with depression; most 
of the remaining patients had bipolar II. The 
researchers identified 83 patients in whom a 
depressive episode developed during the 
study period and for whom there was at least 
1 year of follow-up information. Those who 
received an antidepressant for their 
depression had a 10-fold higher risk for ACID 
than the patients who were antidepressant 
free. ACID did not seem to occur in the 
natural course of bipolar disorder; it only 
occurred in those who received 
antidepressants.

Conclusion
Findings from STEP-BD studies indicate that 
antidepressants should be avoided in most cas-
es when treating acute depression in patients 
with bipolar disorder. Rather, one should 
choose from among 5 medications with a rea-
sonable evidence-base for effectiveness and 
safety in treating or at least preventing bipolar 
depressions, namely: lithium, quetiapine, la-
motrigine, lurasidone, and cariprazine—or 
combinations of these.

Dr Osser is Associate Professor of Psychiatry, 
Harvard Medical School, and Consulting 
Psychiatrist, US Department of Veterans Affairs, 
National Telemental Health Center, Bipolar 
Disorders Telehealth Program, Brockton, MA.
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Immigrant
Richard M. Berlin, MD
-for Maurice O. Emhoff, DDS, 1898-1992

When the Jews were slaves in Egypt,

Pharoah’s molars crumbled from a diet 

seasoned with desert sand. Two thousand 

years later, the Jews are enslaved again,

this time in Galicia, my grandfather

fleeing to America, his earliest memory

getting down on his knees to kiss Liberty 

Island’s earth and thank God for the USA. 

Flash forward and “Doc” Emhoff is the first

Jew to graduate Columbia Dental School.

With an office across from Newark’s

City Hall, he drilled crooked mayors’ 

molars and pulled teeth from tough guys 

who fixed my driver’s license road test. 

A bear-hugging bulldozer of a man

decked out in pinstriped suits and a star 

sapphire pinky ring, he carried a wad

of bills he peeled off and stuffed

into people’s pockets. Master of the quick

extraction, his power-grip fingers crushed 

my loosened milk teeth as he ripped them 

from my bloodied seven-year-old mouth.

Grandpa Murray, rags to riches, American 

big shot, the man who dreamt even bigger 

for his first grandson when he placed a doctor’s bag 

in my crib, gave me stone skulls for bookends, 

taught me to polish dentures in his cluttered lab, 

and let me examine ten thousand pulled teeth

he kept in a stack of drawers, the proudest man

at my med school graduation, this immigrant 

who spent his life looking into America’s mouth, 

the stains and decay, bridges and crowns, the jolt

of his booming voice commanding every citizen 

to smile, bite down, grind, and open wide,

the way America’s jaws had opened for him.

Dr Berlin is Instructor in Psychiatry, University of 

Massachusetts Medical School, Worcester, MA. ❒

-for Maurice O. Emhoff, DDS, 1898-1992
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Use and Provider Reimbursement, 
the updated information from 2017 
showed continued and increased dis-
parities between behavioral health 
care and physical health care cover-
age, indicating possible evidence of 
noncompliant insurance practices.

The report, which examined 
claims data for more than 37 
million employees and dependents 
from all 50 states, included the 
following findings:

1 Disparity in the use of out-of-
network inpatient services. In 

2013, behavioral health care 
providers were 2.8 times more likely 
than their medical or surgical 
counterparts to see a patient who 
was going out of network; in 2017, 
they were 5.2 times more likely (an 
85% increase).

2 Disparity for out-of-network 
behavioral health office visits 

relative to medical or surgical 
primary care office visits increased 
from 5.0 times (500%) more likely in 
2013 to 5.4 times (540%) more likely 
in 2017 (an 8% increase).

3 In 2017, reimbursement rates for 
primary care office visits were 

more than 50% higher than those 
for behavioral health office visits in 
11 states. Further, the 
reimbursement rates for primary 
care office visits were between 30% 
and 49% higher than those for 
behavioral health office visits in an 
additional 13 states.

4 Disparity between how often 
SUD inpatient facilities are 

utilized out of network relative to 
medical or surgical inpatient 
facilities increased from 4.7 times 
more likely in 2013 to 10.1 times 
more likely in 2017.

“The Milliman findings empha-
size what our members have been 
telling us for years: unfair managed 
care practices too often create barri-
ers for patients to access the care they 
need,” noted Mark Covall, executive 
vice chairman of the National Asso-
ciation for Behavioral Healthcare. 
“This is a major reason why earlier 
this year we launched Access to Care, 
an initiative to inform policymakers, 
the media, patient advocates, and the 
general public about two major chal-
lenges—unjust managed care prac-
tices and countless regulations—that 
prevent behavioral health care pro-
viders from providing a full range of 
services to patients.”

Although it is the most recent to 

examine the issue, the Milliman re-
port is not alone in finding evidence 
of disparity, despite the MHPAEA’s 
good intentions. In 2013, the Health 
Care Cost Institute (HCCI) shared 
results from their analysis of mental 
health, substance use, and medical or 
surgical inpatient per capita spend-
ing. The information included utili-
zation, prices, and out-of-pocket pay-
ments for those under the age of 65, 
covered by employer-sponsored 
health insurance.2 The institute found 
that spending on mental health and 
substance use admissions increased 
faster than other subcategories be-
tween 2013 to 2017, but still account-
ed for a relatively small share of total 
spending in 2017. HCCI further not-
ed that year-over-year increases in 
the average price of mental health 
and substance use admissions tracked 
the other subcategories of inpatient 
admissions between 2013 and 2015. 
From 2015 to 2017, average prices 
rose more sharply, resulting in a cu-
mulative increase of 23%, the largest 
in percentage terms of any subcate-
gory. HCCI, which was funded by 
insurance companies, ultimately 
concluded the results were unclear.

In a more general study, in 2018, 
the Cohen Veterans Network found 
that “American mental health services 
are insufficient, and despite high de-
mand, the root of the problem is lack 
of access—or the ability to find care.” 
Results from their study indicate that 
53 million Americans (21%) wanted 
to see a mental health care profession-
al at some point but were unable to do 
so due to “reasons outside of their 
control.”3 Furthermore, 55% of Amer-
icans believe there needs to be a shift 
in society to make mental health care 
a priority. Those in rural area and 

those with low incomes (less than 
$49,999 annually) were less likely to 
report proper access to care (39% and 
42%, respectively). 

The report noted that cost or poor 
insurance coverage was the top barri-
er to seeking effective mental health 
services for Americans. Alarmingly, 1 
in 4 Americans had to choose between 
mental health care treatment and pay-
ing for daily necessities, and 1 in 5 
had to choose between treatment for a 
physical condition or a mental health 
condition because of costs.

Parity law in action—or is it 
inaction?
Why hasn’t the legislation done 
enough to halt disparity? Angela 
Kimball, national director of advoca-
cy and public policy for the National 
Alliance on Mental Illness (NAMI), 
says it is largely a problem of enforce-
ment. “There is a lack of oversight 
and efforts to make sure that health 
plans are compliant with not only the 
letter of the law, but the spirit of law,” 
said Kimball. This is one reason why 
NAMI undersigned a letter to con-
gress on March 13, 2020, concerning 
the lack of parity oversight.

Kimball explained that the Amer-
ican health care system includes a 
large number of competing for-profit 
insurers, creating more variation in 
parity enforcement. Countries with a 
single-payer health care system often 
see the value in providing mental 
health care, and consequently, have 
fewer parity problems than the Unit-
ed States.

“Say you work for a big company 
like Intel or Google—your self-in-
sured health plan is actually under 
the jurisdiction of the federal depart-
ment of labor,” explained Kimball. 

“But many other health insurance 
plans are under the authority of their 
state insurance division. So, we have 
a lot of different kinds of health in-
surance that are subject to very dif-
ferent rules and sometimes different 
government agencies.” As there is no 
single way to enforce parity, it is eas-
ier for noncompliant insurers to avoid 
getting caught.

Similarly, parity discrepancies 
from state to state derive from differ-
ent levels of insurer competition or 
the independent, consumer-friendly 
nature of each state’s insurance divi-
sion. Although some states are more 
aggressive in ensuring parity, Kim-
ball would not say that any state is 
doing it perfectly. “For example, 
Maryland’s attorney general just 
came out with 6 or 7 settlement 
agreements against a number of dif-
ferent insurers operating in that state 
for violations of parity,” said Kim-
ball. “You have other states that don’t 
enforce [parity] at all.”

Indeed, states vary in their ap-
proach to parity legislation. In Con-
necticut, a mental health parity bill 
was recently signed into law that re-
quires insurance providers to submit 
annual reports detailing their mental 
health or SUD coverage.4 The bill 
takes effect next year and requires 
providers to cover drugs prescribed 
for substance abuse treatment.

In a recent interview, Kentucky 
State Representative Lisa Willner ad-
vocated for reinvestment in the state’s 
mental health parity laws.5

We can keep doing what 
we’re doing and continue to 
see those systems lose sup-
port, lose funding, lose per-
sonnel, lose expertise, lose 
their attractiveness as train-
ing centers for new mental 
health providers. . . or, we 
could raise revenue in the 
state, we could invest in these 
social safety net services.

Among many solutions, Willner pro-
posed building mental health centers 
and adding providers, and urged citi-
zens to make their message clear to 
state  legislators.

Mental health parity 
litigation
Violations of parity law revolving 
around MHPAEA guidelines include 
comparing the treatment limitations 
of a plan’s mental health or SUD ben-
efits to its medical or surgical bene-
fits. In terms of quantitative treatment 
limits, such as the number of visits allowed 
to a mental health professional, insurers are 
generally compliant with MHPAEA guide-

Mental Health Parity
Continued from Cover

Figure. Types of violations found in DOL 
enforcement actions, FY 2010–2015

14% Cumulative requirement

8% QTLs

7% Not offering benefits 
in all classifications 

6% Other

3% Lifetime dollar limits

2% Annual dollar limits

1%  Disclosures to participants 

Source: The Mental Health & Substance Use Dsorder Parity Task: Final Report. 2016. www.hhs.gov/
sites/default/files/mental-health-substance-use-disorder-parity-task-force-final-report.PDF

59% NQTLs 

PSY0620_xxx_Cover.indd   30 5/28/20   8:19 AM



JUNE 2020 31PSYCHIATRIC TIMES 

www.psychiatr ic t imes.com

lines (Figure).
Most parity lawsuits deal with 

nonquantitative treatment limits such 
as preauthorization requirements for 
mental health or SUD services, resi-
dential treatment limitations, and un-
equal fail-first protocols.6 According 
to a report on the Health Affairs blog, 
fail-first protocols, which is when 
plans require a patient to try a cheaper 
alternative to a medication first, is one 
of the most common types of cover-
age restrictions in the United States.7

Health plan benefits are evaluated 
for parity within the following cate-
gories: inpatient in-network, inpa-
tient out-of-network, outpatient 
in-network, outpatient out-of-net-
work, emergency services, and drugs. 
Legally, plans compliant with parity 
law ensure that no standard is being 
applied more stringently for mental 
health or SUD benefits than for med-
ical or surgical benefits.

One of the most significant cases of 
mental health parity litigation was Wit 
v United Behavioral Health (UBH) in 
North California in 2019. The allega-
tion was that UBH’s coverage of men-
tal health or SUD treatment was more 
restrictive than “generally accepted 
medical standards.” 8 A federal judge 
ruled that UBH had created discrimi-
natory policies for patients with men-
tal health and substance abuse disor-
ders in order to save money. The court 
found all of UBH’s guidelines to be 
more restrictive than generally accept-
ed medical standards. The guidelines 
described in the case’s “Findings of 
Facts and Conclusions of the Law” 
report were based on industry stan-
dards, the Centers for Medicare & 
Medicaid Services’ manual, and ex-
pert opinion (Table).6

In a second parity lawsuit, Smith v 
UBH, the company was accused of 
underpaying out-of-network thera-
pists. The allegation claimed that 
UBH’s provision to reduce thera-
pists’ rate by 25% to 35% was dis-
criminatory under the MHPAEA.6 
The court ruled that UBH did indeed 
violate parity law.

Similar financial discriminatory 
practices may worsen ongoing short-
ages in the mental health workforce. A 
report from the Health Resources and 
Services Administration projects 

shortages in the number of psychia-
trists and addiction counselors by 2030 
if today’s level of behavioral health 
care utilization remains the same.9

In February this year, 5 large in-
surers and 2 behavioral health care 
companies settled a parity claim with 
the state of Massachusetts, agreeing 
to pay $1 million.10 The defendants 
were accused of: having inaccurate 
directories, under-reimbursing men-
tal health services, and requiring pri-
or authorization for routine behavior-
al health visits. In the same month, 
the Massachusetts Senate unani-
mously passed a bill to help support 
the mechanisms underlying parity.11 
Such mechanisms include expanding 
the mental health practitioner work-
force and seeking a rate floor to en-
sure mental health clinicians and pri-
mary care providers are paid the 
same for similar services.

The pandemic’s impact on 
parity
Headlines during the COVID-19 
pandemic have highlighted the need 
for mental health and mental health 
parity. According to a recent Kaiser 
Family Foundation (KFF) report, a 
KFF poll conducted March 25 
through March 30 showed that 45% 
of Americans said COVID-19 had 
negatively affected their mental 
health.12 Likewise, a March 29 McK-
insey & Company survey investigat-
ed signs of distress related to 
COVID-19: 1 out of 4 people report-
ed binge drinking, 1 out of 5 reported 
taking prescription drugs for non-
medical use, and 1 out of 7 reported 
using illicit drugs.13

According to Kimball, about 1 in 
5 people in the United States were 

already suffering from a mental 
health condition. So, when Ameri-
cans suddenly lost their jobs, experi-
enced financial pressures, and be-
came isolated, their symptoms were 
exacerbated.

“People are recognizing that this 
is an issue because they’re feeling it 
in a very immediate way, and I think 
policymakers are recognizing this as 
well,” said Kimball. “In their own 
staff, their families, and themselves, 
they are seeing this is real.” Kimball 
hopes this sparks a renewed interest 

in making sure our health coverage 
system covers mental health fairly.

Fortunately, there is one area of 
parity for mental health in this coun-
try. The Americans with Disabilities 
Act (ADA) prohibits discrimination 
against employees with physical or 
mental impairment that “substantial-
ly limits one or more major life activ-
ity.” This includes diagnosed mental 
illnesses. As such, sick days can be 
used to address mental health dis-
tress, including new issues as well as 
worsening preexisting conditions. 
Undiagnosed mental health condi-
tions work in the same way as an un-
diagnosed cold or flu—they are 
grounds for a sick day, and you do 
not have to specify what symptoms 
you are experiencing.

Mental health sick days are better 
prioritized now than ever before. So 
far, this legislation has focused on 
schools granting mental health ab-
sences. Kimball explained:

Young people are the main 
movers and shakers of legis-
lation that’s happening 

around the country to pro-
vide mental health days...  I 
think it really signals that to-
morrow’s generation is not 
going to put up with the dis-
parate treatment of mental 
health and substance abuse 
conditions that other genera-
tions have been content with 
and tolerated. 

 We’re still seeing discrimi-
nation and marginalization 
of people with mental health 
conditions and in mental 
health care. . . . but thankful-
ly, I think public perceptions 
are changing and they’re 
changing most rapidly 
amongst the young. And that 
gives me hope.

Ali Shana is a freelance writer. He is 
currently studying clinical mental 
health counseling at the University of 
Milwaukee-Wisconsin. He reports on 
rehabilitation, drug policy reform, and 
health care issues.
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Table. 8 generally accepted 
medical standards stated 
in the “Findings of Facts 
and Conclusions of the Law”6

1  Treatment should not be 
limited to alleviating 
current symptoms and 
should address chronic 
underlying conditions

2  Treatment should address 
comorbid conditions

3  Treatment should be at 
the least intensive and 
least restrictive level of 
care that is safe and 
effective

4  When uncertain, 
practitioners should err on 
the side of higher-level care

5  Treatment should include 
services to maintain 
functioning or prevent 
deterioration

6  Duration of treatment is 
based on the individual 
needs of the patient

7  Care should account for 
the unique needs of 
children and adolescents

8  Determination should be 
based on a 
multidimensional 
assessment

“A federal judge ruled that UBH had created 
discriminatory policies for patients with mental 
health and substance abuse disorders in order  

to save money.”
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T
he complexity of addressing and avoiding 
drug interactions has become more chal-
lenging with the vast increase in the num-
ber of new medications and the shift in fo-

cus from time-limited acute treatments to 
preventive and maintenance therapy for chronic 
illness.1 With advancing age, older adults tend to 
accumulate a long list of preventive and mainte-
nance medications, all of which often extend 
throughout their life once they are initiated.

Although age is a significant contributing risk 
factor for the use of multiple concomitant medica-
tions, the use ofpsychotropics for those requiring 
such medications is an even greater risk. In addition 
to addressing the need to medically manage the ad-
verse effects caused by psychiatric medications, the 
risk of polypharmacy in individuals with mental 
illness also increases. This is often due to the fact 

that various treatment interventions are being man-
aged by multiple providers for comorbid condi-
tions. The increased use of multiple psychotropics, 
coupled with a heavier drug burden of medical 
medications, results in a greater potential for drug-
drug interactions in this vulnerable population.2

With the implementation of Medicare Part D, 
access to medication has expanded for older adults 
along with an explosion of novel agents and gener-
ic drugs. Qato and colleagues3 examined medica-
tion use among older adults during 2005 to 2006 
compared with 2010 to 2011. They reported that 
the use of at least one prescription medication in-
creased from 84.1% to 87.7% (P = .003); the con-
current use of at least 5 prescription medications 
increased from 30.6% to 35.8% (P = .02).

Although it is best to avoid interactions when-
ever possible, drug combinations can be strategi-
cally used to therapeutically and synergistically 
exploit a planned drug interaction for purposes of 
amplifying or hastening a response that will en-
hance treatment outcomes.4 Drug interactions can 
generally be defined as altered clinical effects of 
one drug in the presence of another. However, 
drug interactions can be more appropriately cate-
gorized as drug-drug, drug-disease, drug-food, 

drug-gene, and even drug-laboratory test interac-
tions that can sometimes result in serious sequel-
ae. Among the most harmful drug interactions is 
one that results in increased toxicity of one or both 
agents. However, interactions resulting in de-
creased efficacy of essential medications leading 
to treatment failure should be equally concerning.

Drug interactions are often predictable, likely 
avoidable, and should be routinely considered 
whenever more than one medication is used in a 
regimen. In psychiatric medication management, 
it is often more the rule than the exception that the 
failure of one medication to achieve symptom re-
mission is the most commonly reported rationale 
for polypharmacy.5 Despite efforts to optimize 
monotherapy, refractory mental illness is a chal-
lenge that often requires more aggressive interven-
tions. As novel agents become available, the re-
ports of drug-drug interaction studies for new 
medications are extremely limited and often only 
include a few short-term case experiences or stud-
ies limited to healthy volunteers.5

Psychotropics and other medications
Mechanisms behind drug-drug interactions
Drug-drug interactions are commonly recognized 
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to be a consequence of pharmacokinetic mecha-
nisms, altered metabolism being among the more 
commonly reported complications. Drug metabo-
lism is highly specific to the medication and may 
involve either phase I or II metabolism or even 
both phases. The more commonly recognized 
metabolic pathway of drugs, phase I occurs most 
frequently through the liver and results in a sub-
strate drug being induced or inhibited by another, 
depending on the hepatic enzyme (eg, cytochrome 
P450 [CYP450] is involved in the process.)6

Medications can be inhibitors or inducers of one 
or more CYP450 enzymes as well as acting as sub-
strates to other drugs for other enzymes. Higher risk 
substrates include medications that have narrow 
therapeutic windows, translating into small incre-
ments of tolerance between efficacy and toxicity 
and with consequences that carry a great deal of risk 
to the patient. Some examples of high risk drug-
drug interactions are reported by the Beers Criteria, 
which is later mentioned in greater detail as a high 
alert for older adults (Tables 1 and 2).

Metabolism and potential for drug-drug inter-
actions that occur during metabolism are possible 
in other tissues of the body including, but not lim-
ited to, the kidney, lungs, and gastrointestinal 
tract. Less commonly recognized are the Phase II 
metabolizing enzymes that play an important role 
in the biotransformation from inactive prodrugs to 
active substances, ultimately facilitating the con-
jugation reactions needed to excrete a more hydro-
philic metabolite.6

While the uridine diphosphate (UDP)-glucu-
ronosyltransferases (UGTs) enzymes are under-
stood to be the most commonly involved Phase II 
enzyme, the sulfotransferases, N-acetyltransferas-

es, glutathione S-transferases, and various methyl-
transferases such as thiopurine S-methyl transfer-
ase, and catechol O-methyl transferase are also 
widely accepted for their significant role in this 
metabolic pathway.6 The 3-hydroxybenzodiaze-
pines such as lorazepam, oxazepam, and temaze-
pam undergo Phase II conjugation reactions and 
are otherwise absent Phase I CYP450 interactions.

However, these agents have demonstrated sus-
ceptibility to UGT-mediated drug interactions in-
volving antiepileptic drugs such as valproic acid 
(and all valproate formulations), carbamazepine, 
and lamotrigine, which have been studied in vitro. 
While such Phase II reactions may be considered 
less clinically significant, UGT inhibition by val-
proic acid/valproate is known to contribute to the 
life-threatening Stevens Johnson syndrome rash 
when concomitantly administered with lamotrigine 
and thus requires significant care when managing 
such combinations. Paliperidone, the 9-hydroxy 
metabolite of risperidone, undergoes primarily 
Phase II conjugation, which is reported to account 
for more than 60% of its overall metabolic pathway. 
Other antipsychotic agents such as haloperidol and 
asenapine also have Phase II elimination pathways.7

Additionally, other pharmacokinetic processes such 
as absorption, distribution, and elimination are op-
portunities for drug-drug interactions to occur.8

Pharmacokinetic complications often result in  
pharmacodynamic consequences
Pharmacokinetic mechanisms are defined as the 
body’s effect on the drug whereas pharmacody-
namic actions are the effects the drug has on the 
body. Among the more serious pharmacodynamic 
consequences are those that are associated with 

increasing cumulative burden with concomitant 
use of agents that share the same effect on the 
body. Chief among these are increased QTc pro-
longation, which poses increased risk of torsades 
de pointe and malignant arrhythmia, blood dyscra-
sias, and anticholinergic toxicity.9

Skelly and colleagues2 conducted a retrospec-
tive study that examined the incidence of moder-
ate level of drug-drug interactions, which were 
defined as those that could result in unintended 
clinical effects and might require alterations in 
therapy and the need to monitor patients for possi-
ble manifestations of the anticipated interaction.4

Over the 3-year period, there were 1178, 1276, 
and 1461 moderate drug-drug interactions; the 
most common types reported were central nervous 
system depression, additive anticholinergic ef-
fects, worsening glycemic control (hyperglyce-
mia), and additive hypotensive effects.

The most frequently encountered medications 
included antipsychotics, mood stabilizers, antihyper-
glycemics, and antihypertensive agents. The top 5 
interactions by category were CNS, metabolic, car-
diac, pharmacokinetic, and pharmacodynamic. The 
most common drug-drug interactions associated 
with CNS adverse effects included additive CNS de-
pression, sleep-related behaviors, sedation, and 
drowsiness. Adverse effects associated with cardi-
ac-based drug-drug interactions included increased 
risk of bleeding, additive hypotension, and orthostat-
ic hypotension. The pharmacokinetic effects includ-
ed altered absorption and increased drug concentra-
tion, and the pharmacodynamics effects included 
renal insufficiency and flushing. In psychiatry, seri-
ous and potentially fatal consequences include neu-
roleptic malignant syndrome, serotonin syndrome, 

Table 1. 2019 American Geriatrics Society (AGS) Beers Criteria® for potentially clinically important drug-drug interactions 10

Drug or class of drugs Interacting drug(s) Rationale Recommendation QOE SOR

RAS inhibitors (ACE/ARB, 
aliskiren) or potassium sparing 
diuretics

Another (ACE/ARB, aliskiren) Increased risk of hyperkalemia Avoid routine use in patients 
with CKI

M S

Opioids BZD, gabapentin, pregabalin Increased risk of severe 
sedation, respiratory depression 
and/or death

Avoid; rare exception when 
converting from opiate to 
gabapentin

M S

ACh agents Additional Ach Increased risk of cognitive 
decline

Avoid; minimize number of 
ACh agent

M S

Antidepressants, antipsychotics, 
AED, BZDs, non-benzodiazepine 
(“Z” hypnotic drugs), opioids

Any combination of these agents Increased risk of falls (all), 
fractures (BZD; Z hypnotic 
drugs)

Avoid total of ≥3 CNS active 
drugs; minimize CNS active 
drugs

H S

Corticosteroids NSAIDS Increased risk of GI bleeding 
PUD

Avoid; if not possible, provide 
GI protection

M S

Lithium ACE, loop diuretics Increased risk of toxicity Avoid; monitor lithium 
concentrations

M S

Peripheral alpha blockers Loop diuretics Increased risk of urinary 
incontinence in women

Avoid in older women unless 
combination is required

M S

Phenytoin TMP-SMX Increased risk of phenytoin 
toxicity

Avoid M S

Theophylline Cimetidine or ciprofloxacin Increased risk for theophylline 
toxicity

Avoid M S

Warfarin Amiodarone, ciprofloxacin, 
macrolides (excludes azithromycin), 
trimethoprim-sulfa or NSAIDS

Increased risk of bleeding Avoid when possible; monitor 
INR closely if used together

M S

SOR, strength of recommendation; QOE, quality of evidence; RAS, renin angiotensin system; ACE/ARB, angiotensin converting enzyme inhibitors/angiotensin II receptor blockers; 
CKI, chronic kidney insufficiency; M, moderate; S, strong; BZD, benzodiazepine; ACh, anticholinergic; AED, antiepileptics; H, high; PUD, peptic ulcer disease; TMP-SMX, 
trimethoprim;sulfamethoxazole; INR, international normalized ratio

PSY0620_032-035_CME.indd   33 5/28/20   8:07 AM



34 PSYCHIATRIC TIMES JUNE 2020

CME

and dermatologic manifestations such as Stevens 
Johnson syndrome and toxic epidermal necrolysis.

Drug-disease interactions
Medication may secondarily alter the body’s pro-
cesses such that normal physiologic pathways are 
altered indirectly for other drugs. For example, in 
the case of lithium, a patient’s renal function may 
be sufficiently decreased as an adverse effect of 
NSAIDs, resulting in decreased lithium excretion 
and increased risk of toxicity. Diseases that are 
associated with organ function decline, including 
hepatic and renal compromise, are responsible for 
drug-disease interactions. Among the more nota-
ble drug-disease interactions reported in the 2019 
American Geriatrics Society Beers Criteria is that 
occurring with the use of thiazolidinediones (pi-
oglitazone, rosiglitazone) in patients with heart 
failure, due to the increased risk of fluid retention 
and/or exacerbation of heart failure.10

Drug-gene interactions
The recognition of genetic variation influencing 
drug interactions has increased significantly. Med-
ication efficacy can be affected by pharmacog-
enomic variations, with the most common associ-
ation translating into increased risk of toxicity due 
to insufficient metabolism. The alternative risk, 
suboptimal efficacy due to genetically enhanced 
metabolism, is emerging as a factor potentially re-
sponsible for treatment resistance and failure.

Studies demonstrating improved outcomes 
through identification of genetically inappropriate 
medications are limited and continue to spark con-
troversy. An exception is a randomized, controlled 
trial that evaluated the impact of using a pharma-
cogenomic test compared with treatment as usual. 
Greden et al.11 looked at patients who were taking 
genetically inappropriate medications (“incongru-
ent”) at baseline and were switched. These patients 
experienced greater symptom improvement 

(33.5% versus 21.1%; P = .002), response (28.5% 
versus 16.7%; P = .036), and remission (21.5% 
versus 8.5%; P = .007) compared with those who 
remained on genetically incongruent regimens. 
Pharmacogenetic assessments include testing for 
genes that encode the CYP450 metabolizing en-
zymes so that treatment can be made based on the 
patient’s genetic profile.

In response to the controversy over the lack of 
evidence-based conclusions associated with these 
genomic tests, the FDA recently launched a phar-
macogenomics resource that can serve as a refer-
ence for identifying medications that may be in-
fluenced by genetically predetermined drug-drug 
interactions. The FDA also warns against the use 
of many genetic tests with unapproved claims to 
predict patient response to specific medications.12

The drug labeling contains detailed information 
about genomic biomarkers and provides prescrib-
ing recommendations based on this genetic infor-

Table 2. 2019 AGS Beers Criteria® for potentially inappropriate medication use in older adults due to drug-disease or drug-
syndrome interactions that may exacerbate the disease or syndrome10

Disease or 
syndrome Drug(s) Rationale Recommendations

Cardiovascular

HF Avoid in HF with reduced EF: Non-
dihydropyridine CCB (diltiazem, verapamil); use 
with caution in patients with HR who are 
asymptomatic, avoid in patients with 
symptomatic HF: NSAIDS, COX-2 inhibitors; TZD

Potential to promote fluid retention and/or 
exacerbate HR (NSAIDs, COX-2 inhibitors, 
non-dihydropyridine CCBs, TZDs)

Avoid entirely or use caution (refer 
to drug specific PI)

Syncope AChEIs; nonselective peripheral alpha-1 
blockers (ie doxazosin, prazosin); TCAs; 
chlorpromazine, thioridazine, olanzapine

AChEIs should be avoided in those whose 
syncope may be due to bradycardia; alpha-
1 blockers should be avoided in those 
whose syncope may be due to orthostatic 
hypotension; APS and TCA can decrease 
both BP and HR

Avoid

CNS

Delirium Anticholinergics, antipsychotics, BZD, Z- 
hypnotics, corticosteroids, H2 blockers, 
meperidine

Potential to induce or worsen delirium Avoid

Dementia/cognitive 
impairment

Anticholinergics, APS, BZD, Z- hypnotic 
drugs

May worsen adverse CNS effects Avoid

History of falls/
fractures

AED, APS, BZD, Z- hypnotic drugs, 
antidepressants, opioids

May cause ataxia, syncope, more falls Avoid unless safer alternatives are 
not available; AED to be used for 
seizure and mood disorders only; 
opioids only for severe acute pain

Parkinson disease 
(PD)

Antiemetics; antipsychotics Dopamine-receptor antagonists with potential 
to worsen PD symptoms; APS exceptions less 
likely to precipitate PD symptomsa

Avoid

Gastrointestinal (GI)

History of gastric or 
duodenal ulcers

> 325-mg aspirin/d; non-COX-2 selective 
NSAID

May exacerbate current ulcers or precipitate 
new ulcers

Avoid unless other alternatives are 
not effective and patient is able to 
take GI protection (PPI, misoprostol)

Kidney/urinary tract

≥ Stage 4 chronic 
kidney disease  
(CrCl less than 30ml)

NSAIDs (non-COX and COX selective) May increase risk of AKI and further decline 
of renal function

Avoid

Urinary incontinence 
(all types) women

Estrogen; peripheral alpha-1 blockers Lack of efficacy; aggravation of incontinence Avoid in women

Lower urinary tract 
symptoms, BPH

Strongly anticholinergic drugs May decrease urinary flow and cause urinary 
retention

Avoid in men

aPimavanserin and clozapine appear to be less likely to precipitate worsening of Parkinson disease.

HF, heart failure; EF, ejection fraction; CCB, calcium channel blockers; HR, heart rate; COX-2, cyclooxygenase-2; TZD, thiazolidinediones; AChEIs, acetylcholinesterase inhibitors; 
TCA, tricyclic antidepressants; APS, antipsychotics; BZD, benzodiazepines; BP, blood pressure; AED, antiepileptics; ATD, antidepressants; PPI, proton pump inhibitors; CrCl, 
creatinine clearance; AKI, acute kidney injury; BPH, benign prostatic hyperplasia.
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mation to avoid adverse events and to optimize 
drug dosing (Tables 3-5).13

Drug-food interactions
Drug-food interactions result from combining 
medication with food that interferes with the de-
sired outcome.14 Although certain medications 
must be taken on an empty stomach due to im-
paired absorption, others cannot be taken with 
specific foods. The latter is the case with mono-
amine oxidase inhibitors that must also include an 
avoidance of foods that contain tyramine to pre-
vent a potential hypertensive crisis.

Food-drug interactions includes drug chelation 
of certain antibiotics with dairy products, which 
result in the preferential binding of the antibiotic 
to the chelating agent and inadequate systemic ab-
sorption. Additional interactions include pharma-
codynamic intensification of ACE inhibitor‒in-
duced hyperkalemia with a diet rich in potassium, 
or the metabolic consequence of hepatic inhibition 
precipitated by grapefruit, and increased adverse 
effects of certain statin drugs. Prescribers must be 
vigilant in assessing the risk of the patient’s diet 
and current use of nutraceuticals and complemen-
tary/alternative medications, which have grown in 
popularity. Understanding drug-food interactions 
is critical to minimizing unexpected adverse drug 
events.15

Contributing factors and risks 
It is also necessary to address the smoking status of 
the patient. The ingestion or inhalation of polycy-
clic aromatic hydrocarbons found in cigarette 
smoke, charcoal-grilled meats, and in a patient’s 
occupational environment is associated with induc-
tion of the cytochrome P450 (CYP) enzymes, spe-
cifically CYP1A, which results in increased clear-
ance of medications metabolized through this 

pathway.16 Although few medications require pro-
active dose reductions when patients are planning 
smoking cessation, clozapine is an exception; pre-
scribers should include a scheduled dose decrease 
in accordance with the cessation strategy.17

Challenges and clinical pearls
Recognize and prepare for alert fatigue
Electronic health records and clinical decision sup-
port tools can help improve patient care and out-
comes. Computerized alerts warning of drug-drug 
interactions are designed to improve care; however, 
alert fatigue is commonly reported by providers.18

Caring for especially vulnerable populations
Clinicians should be aware of the most important ad-
verse effects and drug-drug interactions of those 
commonly used in their daily practice.19 Staying up-
to-date with emerging safety information associated 
with medications that are frequently prescribed with-
in the scope of specialty practice or primary care will 
allow for safer prescribing. It is also important to 
continue to refer to multiple references when con-
firming a critical drug information issue or challenge.

Guilty until proven innocent
Consider any new symptom or disease state exac-
erbation or emergence as a possible adverse drug-
drug interactions. Be aware of which individuals 
may be at increased risk for potential adverse out-
comes and plan accordingly.19,20 Additionally, con-
sideration must be given to the use of over the 
counter medications and complementary/alterna-
tive medications, like St. John’s Wort, which can 
cause oral contraceptive treatment failure and un-
intended pregnancy. Moreover, the pharmacody-
namics and pharmacokinetic interactions between 
St. John’s Wort and prescribed medicines can lead 
to serious clinical consequences. Although it would 
be appropriate for St. John’s Wort to be properly 
labeled to alert consumers regarding the possible 
drug interactions, there is no oversight by the FDA 
of this supplement—the burden is on the prescrib-
er and collaborating health care provider team to 
alert patients to possible adverse effects.21

REFERENCES
1. Preskorn SH. Drug-drug interactions in psychiatric practice, part 1: 
reason, importance, and strategies to avoid and recognize them. J Psy-
chiatr Pract. 2018;24(4):261-268.
2. Skelly M, Kimberly BM, Trigoboff E, et al. Drug interaction review in a 

psychiatric population. Eur J Clin Pharm. 2017;19:138-142.
3. Qato DM, Wilder J, Schumm LP, et al. Changes in prescription and over-
the-counter medication and dietary supplement use among older adults in 
the United States, 2005 vs 2011. JAMA Intern Med. 2016;176(4):473-482.
4. Preskorn SH,  Khan AY. Rational use of multiple medications in medicine and 
psychiatry: a dimensional perspective. J Psychiatr Pract. 2013;19(1):54-61.
5. Fornaro M, De Berardis D, Koshy AS, et al. Prevalence and clinical 
features associated with bipolar disorder polypharmacy: a systematic 
review. Neuropsychiatr Dis Treat. 2016;12:719-735.
6. Jancova P, Anzenbacher P, Anzenbacherova E. Phase II drug metabo-
lizing enzymes. Biomed Pap Med Fac Univ Palacky Olomouc Czech 
Repub. 2010;154(2):103-116.
7. English BA, Dortch M, Ereshefsky L, Jhee S. Clinically significant psy-
chotropic drug-drug interactions in the primary care setting. Curr Psy-
chiatry Rep. 2012;14(4):376-390.
8. Wagner JG. Pharmacokinetics for the Pharmaceutical Scientist. CRC 
Press; 2019.
9. Beach SR, Celano CM, Sugrue AM, et al. QT prolongation, torsades de 
pointes, and psychotropic medications: a 5-year update. Psychosomat-
ics. 2018;59(2):105-122.
10. 2019 American Geriatrics Society Beers Criteria Update Expert Pan-
el. American Geriatrics Society 2019 Updated AGS Beers Criteria for 
potentially inappropriate medication use in older adults. J Am Geriatr 
Soc. 2019;67(4):674-694.
11. Greden JF, Parikh SV, Rothschild AJ, et al. Impact of pharmacog-
enomics on clinical outcomes in major depressive disorder in the GUID-
ED trial: a large, patient- and rater-blinded, randomized, controlled 
study. J Psychiatr Res. 2019;111:59-67.
12. The FDA warns against the use of many genetic tests with unap-
proved claims to predict patient response to specific medications: FDA 
safety communication. FDA. October 31, 2018. Updated April 4, 2029. 
Accessed May 8, 2020. www.fda.gov/medical-devices/safety-commu-
nications/fda-warns-against-use-many-genetic-tests-unapproved-
claims-predict-patient-response-specific.
13. Table of pharmacogenomic biomarkers in drug labeling. FDA. Updated 
February 5, 2020. Accessed May 8, 2020. www.fda.gov/drugs/science-
and-research-drugs/table-pharmacogenomic-biomarkers-drug-labeling.
14. Ryu JY, Kim HU, Lee SY. Deep learning improves prediction of drug-drug 
and drug-food interactions. Proc Natl Acad Sci U S A. 2018;115(18):E4304-E4311.
15. Abilify (aripiprazole) tablets, Discmelt orally disintegrating tablets, 
oral solution, and injection. Prescribing information. FDA; 2016. Ac-
cessed May 8, 2020. www.accessdata.fda.gov/drugsatfda_docs/label/
2016/021436s041,021713s032,021729s024,021866s026lbl.pdf.
16. Elsherbiny ME, Brocks DR. The ability of polycyclic aromatic hydro-
carbons to alter physiological factors underlying drug disposition. Drug 
Metab Rev. 2011;43(4):457-475. 
17. Cole ML, Trigoboff E, Demler TL, Opler LA. Impact of smoking ces-
sation on psychiatric inpatients treated with clozapine or olanzapine. J 
Psychiatr Pract. 2010;16(2):75-81.
18. Dexheimer JW, Kirkendall E, Kouril M, et al. Perception vs Reality 
with Medication Alert Rates; Meeting Abstract. Council on Clinical Infor-
mation Technology Program. 2018;141(1).
19. Merel SE, Paauw DS. Common drug side effects and drug-drug in-
teractions in elderly adults in primary care. J Am Geriatr Soc. 
2017;65(7):1578-1585.
20. Cheng CM, Guglielmo BJ, Maselli J, Auerbach AD. Coverage of FDA med-
ication boxed warnings in commonly used drug information resources. Arch 
Intern Med. 2010;170(9):831-833. 
21. Soleymani S, Bahramsoltani R, Rahimi R, Abdollahi M. Pharmacoki-
netic interactions of Hypericum perforatum L. (St John’s wort) with 
conventional drugs: a review of clinical studies. Research Journal of 
Pharmacognosy. 2017;4(suppl):123. ❒

Table 4. Illustrative example extracted from 
the US FDA Table of Pharmacogenomic 
Biomarkers in Drug Labeling13

Dosage and 
administration; 
use in specific 
populations; 
clinical 
pharmacology

[8] Use in Specfic Populations

[8.6] CYP2D6 Poor 
Metabolizers

Dosage adjustment is 
recommended in known 
CYP2D6 poor metabolizers 
due to high aripiprazole 
concentrations: approximately 
8% of Caucasians and 3% to 
8% of Black/African 
Americans cannot metabolize 
CYP2D6 substrates and are 
classified as poor 
metabolizers (see Dosage and 
Administration [2.7] and 
Clinical Pharmacology [12.3])

Table 3. FDA drug labeling: illustrative 
information available on genomic 
biomarkers13

 Drug exposure and clinical response variability
 Risk for adverse events
 Genotype-specific dosing
 Mechanisms of drug action
 Polymorphic drug target and disposition genes
 Trial design features

Table 5. Illustrative highlights of new pharmacogenomic prescribing information for 
aripiprazole (Abilify)17: Dosage adjustment due to drug interactions [7.1]

Factors Dosage adjustments

Known CYP2D6 poor metabolizers Administer half of usual dose

Known CYP2D6 poor metabolizers and strong CYP3A4 inhibitors Administer a quarter of usual dose

Strong CYP2D6 or CYP3A4 inhibitors Administer half of usual dose

Strong CYP2D6 and CYP3A4 inhibitors Administer a quarter of usual dose

Strong CYP3A4 inducers Double usual dose over 1 to 2 weeks
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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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FIND YOUR  
CAREER  
BALANCE IN  
CALIFORNIA

TELEPSYCHIATRISTS

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

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

California Correctional Health Care 
Services is seeking dedicated and 
compassionate professionals, 
like you, to join our telepsychiatry 
team.  We offer some of the most 
advanced technologies available 
in a clean, comfortable, quiet 
atmosphere.  If you are ready to 
practice within a special program 
where you can help change lives, 
while maintaining the balance in 
your own, consider joining one of 
our office-based teams.

Locations:
• Bakersfield
• Diamond Bar
• Elk Grove
• Rancho Cucamonga
• Santa Ana

We Offer Our Telepsychiatrists The  
Work-Life Balance They Deserve. 

In Return For Your Efforts, We Offer:
• 40-hour workweek with flexible schedules 

(affords you true work-life balance)
• 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  

(visit CalPERS.ca.gov for retirement formulas)
• $10,000 Thank You Bonus to professionals newly 

hired with the State of California 
• Relocation assistance available to professionals 

newly hired with the State of California
• Paid insurance, license, and DEA renewal
• Visa sponsorship opportunities

Contact Us:
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.

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

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

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

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

Facility Medical Director 
(Cape Cod and Islands Mental Health Center, Pocasset, MA)

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

Full-Time Inpatient Psychiatrist 
(Cape Cod and Islands Mental Health Center, Pocasset, MA) 

Work closely with two psychiatric APRNs, a consulting internist, and a 
multidisciplinary team.

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

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

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

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

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

marie.hobart@umassmed.edu
Interested applicants should apply directly at 

https://academicjobsonline.org/ajo/UMASSMED/Psych
(J-1 and H-1B candidates are welcome to apply)

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

development efforts serving >22,000 individuals each year.
Medical Director (Adult Inpatient Psychiatry, PTRC, Worcester, MA)

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

Medical Director (Adult Inpatient Psychiatry, Marlborough, MA)
Provide psychiatric and medical supervision and 

direction to a 22-bed behavioral health unit. 
Adult Inpatient Attending Psychiatrist (PTRC, Worcester, MA) 

Inpatient services while providing acute clinical care
General Adult Outpatient Psychiatrist (Worcester, MA)

Outpatient services while providing behavioral healthcare services. 

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

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

Jessica.Saintelus@umassmemorial.org
http://jobs.jobvite.com/

umassmemorialmedicalgroupphysicians/search?q=&d=Psychiatry

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

   

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.

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.

We are seeking a part time attending psychiatrist (Sundays 8 am – 8 
am full 24 hour shift) for our Evaluation and Admissions unit at South 
Oaks Hospital in Amityville, NY. The ideal candidate is an energetic 
psychiatrist with excellent clinical, teaching, supervisory and interpersonal 
skills.  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 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.
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At Centurion, we are dedicated to
Hope, Healing, & Recovery.
Centurion is the leading provider of mental 
health and medical services to correctional 
facilities, state hospitals, and community 
mental health centers nationwide.

Psychiatrist, Psychiatric Nurse Practitioner, 
and Psychologist opportunities available 

in the following states:

Arizona  |  California  |  Delaware  |  Georgia 
Florida  |  Kansas  |   Maryland  |  Michigan 

Minnesota  |  Mississippi  |  Nevada                  
New Hampshire  |  New Mexico  |  Pennsylvania 

www.centurionjobs.com  |  Equal Opportunity Employer

Our dedication to making a difference and our 
passionate team of the best and brightest 
healthcare employees has made us one of the 
leaders of the correctional healthcare industry. 

Whether you are a seasoned professional seeking 
greater stability or a recent graduate eager to 
expand your clinical skills, we have the opportunity 
you are seeking.

To learn more, contact Holley Schwieterman 
844-472-5874  |  Holley@teamcenturion.com

Top Leading Locum Psychiatrist Services

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

Locumjobs@imperiallocum.com
Visit: www.imperiallocum.com

Message for the Facilities

Please contact our Contract Department if you need 
on site or Tele-Psychiatry help for Adult and Child

California

New York

Psychiatrist Needed

Psychiatrist Needed

$275 - $325 Plus/hr.
$280 - $290/hr. 
$300/hour - group rate
$185 – $265/hr.
$200/hr.
$180-$220/hr.

$200 - $350/hr.

California Correctional Facilities
Department of the State Hospitals

LA-DMH & LA County Jail
Tulare County Adult Jail
Tele-Psychiatry

Psychiatrist

Ref. Bonus/Signing Bonus up to $2k/$2k (*Certain Rules Apply)

TOP PAYING COMPANY IN THE PSYCHIATRIST WORLD

$150-$255/hr.
$65-$110/hr.

Medical Doctors
NP / PA

All NYC & Upstate NY
Office of Mental Health
In-Patients/Out-Patients

Locations Available

**The New York State works on a bid system. The 
rates are based on the market and the provider’s 
request. Typical rate requests range from $180 to 

upwards of $325/hour depending on the location**

MEMBER OF
National Association of 
Physician Recruiters
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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 
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

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

• Oakland, CA: Child/Adolescent.
Schedule: 40hrs per week. Pay Rate: 
$291,200 - $480,000 per year! Excellent 
Benefits available!

• San Jose, CA: Schedule: 8-40 hours per 
week. Pay Rate: $291,200 - $364,000 per 
year! Excellent Benefits. 

• Indio/Riverside, CA: Schedule: 40 hours 
per week. Pay Rate: $291,200 - $441,000 
per year! Excellent Benefits. 

• Belmont, CA: Schedule: 24 hours per 
week; Pay Rate: $140 - $158/hour 
(Employee); $183 - $205/hour (Contractor)  

• Sacramento, CA: Schedule: 16 hours per 
week; Pay Rate: $140 - $205/hour 

• Oakland, CA: Schedule: 20 hours per 
week; Pay Rate: $140 - $193/hour 
Excellent Benefits available!

• Anaheim, CA: Schedule: 16-40 hours per 
week; Pay Rate: $140 - $193/hour 
Excellent Benefits available!

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

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

supportive working environment.

Please email your resume to 
Psorecruiting@telecarecorp.com 

EOE M/F/V/Disability

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

Join Our Team 
Clinical Director/Chief Medical Officer

Creedmoor Psychiatric Center (CPC), a 
NYS Office of Mental Health (OMH) 

facility, is recruiting for a Clinical Director, 
who will serve as the Chief Medical 

Officer, to direct and manage psychiatric 
and medical services at CPC located in 

Queens Village, NY.

Additional information can be found at; 
https://statejobs.ny.gov/public/

vacancyDetailsView.cfm?id=80276

Forward CVs to omhjobs@omh.ny.gov to 
the attention of Ms. Roobi Philip, Human 

Resources Specialist 2. Please include 
“CPC Clinical Director” in the subject line.

4 0
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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

TEXAS

Psychiatry Faculty Position

Texas Tech University Health Sciences 
Center El Paso’s Paul L. Foster School of 
Medicine seeks to hire Psychiatry trained 

physician to join the faculty to join its 
newest location at TTUHSC El Paso – 

Transmountain.

Interested candidates may view a full 
position description and apply online at: 
https://sjobs.brassring.com/TGnewUI/

Search/Home/Home?partnerid=25898&sit
eid=5625#home Requisition #19772 

(Instructor or Higher Psychiatry).

Please submit nominations or 
confidential inquiries to:

Tony Castaneda
Director of Provider Recruitment

TTUHSC El Paso – Transmountain
tony.castaneda@ttuhsc.edu

(915) 215-8407

As an EEO/AA employer, the Texas Tech 
University System and its components will 

not discriminate in our employment 
practices based on an applicant’s race, 
ethnicity, color, religion, sex, national 

origin, age, disability, genetic information 
or status as a protected veteran.

VERMONT

Medical Director 
Opportunity in Vermont!

Northeast Kingdom Human Services 
(NKHS) is a Designated Agency contracted 
with the State of Vermont with the purpose 
of promoting a high quality, comprehensive 

community mental health program in 
Vermont’s beautiful Northeast Kingdom. 

Northern Vermont offers quaint and 
friendly, small town living and a dream 

location to live and work in for the outdoor 
enthusiast!  Located in the beautiful Green 
Mountains, there is access to hiking, the 
world class Kingdom Trails network for 
mountain biking, as well as Stowe, Jay 

Peak and Burke Mountain Ski resorts.  This 
area also boasts several pristine Vermont 

lakes for summer fun!  

Medical Director
NKHS is seeking a full-time Medical 

Director to provide administrative oversight 
to our medical team and evaluation and 

follow up appointments to our adult 
outpatient clients, requiring psychiatric 
care and medication management. The 

Medical Director will also work in 
coordination with other members of our 

clients’ care team to ensure a collaborative, 
patient-centered approach to care. This 
position is Monday-Friday, no on-call 

required.  Applicants must possess or be 
eligible for an unrestricted license to 

practice in Vermont, an unrestricted DEA 
license, and be board certified in psychiatry. 

5-10 years’ adult outpatient psychiatry 
experience, including supervisory 

experience, is preferred. A sign-on/
relocation bonus and a generous base salary 

are offered for this position.  Paid 
malpractice insurance, CEU/CME 

allowance and paid continuing education 
time also included.

Benefits include: Health insurance (vision 
and prescription coverage included), dental 

insurance, life insurance, short-term and 
long-term disability, long-term care, AFLAC 

supplemental insurance plans, 125 Flex 
Plan-medical and dependent care flexible 
spending accounts, 403(b) retirement plan 

with company match, generous paid time off 
(including 12 paid holidays) and an 

outstanding employee wellness program.

To learn more about current job 
openings, please visit www.nkhs.org. 

Apply through our website or send cover 
letter and CV to jobs@nkhs.net.

VIRGINIA

Psychiatrist Opportunity

Southwestern Virginia Mental Health 
Institute has an opportunity in our 

inpatient setting for a Psychiatrist for our 
Adult Admissions Unit.  This position is an 
employed position offering a competitive 

salary with generous state benefits and paid 
malpractice insurance, loan repayment, 
CME stipend/leave, sign-on bonus, and 

relocation allowance.  No on-call required, 
with compensated on-call available.

If you are licensed or eligible for licensure 
in Virginia, and have completed a 

psychiatric residency, please send your 
current CV to kim.sayers@dbhds.virginia.
gov, or you may contact a member of our 

Human Resources staff at 276.783.1204 to 
discuss this opportunity.

For more information, please visit:  
www.swvmhi.dbhds.virginia.gov; 

www.smythcounty.org; 
www.abingdon-va.gov

Diamond Healthcare currently 
has the following openings at our 

Williamsburg, VA location: 

Staff Psychiatrist, Physician Assistant, and 
Advanced Practice Registered Nurse

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

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

with the focus primarily on an adult 
inpatient psychiatric unit.

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

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

Please apply at our website at 
www.diamondhealthjobs.com

WASHINGTON

Join our Practice – Now Hiring for an 
Inpatient Psychiatrist!

Valley Medical Center
Located in the City of Renton, WA

(Between Seattle and Tacoma)

What are we looking for 
in an Inpatient Psychiatrist?

Great Personality and Team Player. 
Board Eligible/Board Certified in 

Psychiatry. Fellowship in Consultation-
Liaison Psychiatry preferred. Ability to 

obtain a medical professional license in the 
State of WA. Ability to obtain a DEA with 

full prescriptive authority needed for specific 
practice. Our goal is to find a hospital-based 
Psychiatrist provider with a desire to work in 
a collaborative, collegial, open environment.

Webpage: www.valleymed.org

Please apply by submitting your CV and 
Cover letter to Alan Munro, HR Manager, 

Provider Recruiting at 
alan_munro@valleymed.org. 

Our competitive rates can 
help you promote physician 

products and services.

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 out-

patient 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 settings. The applicant must be a Doctor of Medicine and have completed an 

ACGME (Accreditation Council for Graduate Medical Education) accredited residency in Psychiatry. The applicant 

must possess or be eligible for an unrestricted license to practice medicine in the State of New Jersey and an 

unrestricted Drug Enforcement Administration license with addiction waiver. Candidate must also be Board-

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 emerging Addic-

tion 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 University Medical Center and 

Jersey Shore University Medical Center.  Our Department is remains innovative with clinical research in psychosis, 

anxiety and mood disorders, as well as neuromodulation which includes ECT, TMS, and Ketamine treatment. 

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

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

Hackensack Meridian Health is a leading not-for-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 
compassionate and eff ective healthcare that will meet the ever-changing needs of tomorrow’s patients.

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

“Ocean Medical Center’s psychiatry program will be a community-based program,’’ said Ramon Solhkhah, M.D., program director for 
psychiatry as well as  founding Chair of Psychiatry & Behavioral Health at the Hackensack Meridian School of Medicine at Seton Hall 
University. “Our new psychiatry residency program will improve clinical care and 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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Program Co-Chairs:
Anita Clayton, MD
David C. Wilson Professor and Chair
Department of Psychiatry and Neurobehavioral Sciences
University of Virginia
Charlottesville, VA

Roger McIntyre, MD
Professor, Psychiatry and Pharmacology
University of Toronto
Head, Mood Disorders Psychopharmacology Unit
University Health Network
Executive Director
Brain and Cognition Discovery Foundation
Toronto, Canada

John J. Miller, MD
Medical Director, Brain Health
Editor-in-Chief, Psychiatric Times®
Staff Psychiatrist, Seacoast Mental Health Center
Consulting Psychiatrist, Insight Meditation Society
Consulting Psychiatrist, Exeter Hospital
Exeter, NH

Sanjai Rao, MD
Associate Clinical Professor of Psychiatry
University of California, San Diego
Psychiatrist
VA San Diego Healthcare System
San Diego, CA

OCTOBER 
15-17, 2020

Marriott Marquis 
San Diego Marina

WORLD CME CONFERENCE

 Annual

The future of psychiatry is evidence based

An Innovative 
3-Day CME Conference 

Discussing New 
Strategies in 

Psychiatry

Register with code PSY20KT before March 31 to save 35% at*

gotoper.com/go/ PSY20K T1

Discussing New 
Strategies in 

Psychiatry

Register with code PSY20KT before March 31 to save 35% at* Learn more 
and see the full 

agenda in the 
centerfold!

This event is 
approved for 

16.5 AMA PRA 
Category 1 
Credits™.
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