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Resilience and Being Thankful 

Neuropsychiatric 
& Medical Sequelae 
of COVID-19 

» Peter F. Buckley, MD

A recent survey of 5412 adults 
conducted by the Centers for 
Disease Control and Preven-

tion (CDC) found that 40% of people 
were experiencing mental health 
problems1, most notably symptoms 
of anxiety and depression (approxi-

mately 31%). Furthermore, 13% of 
those surveyed had resorted to alco-
hol or drug use to cope with mental 
health symptoms and/or distress as-
sociated with the stress of living 
during the pandemic. In all, almost 
11% of respondents had suicidal 
thoughts in the 30 days preceding the 
survey (Table 1). While some of 

these results reflect preexisting men-
tal conditions—9.9% of participants 
reported preexisting anxiety and de-
pression, and some (4.6%) had pre-
existing posttraumatic stress disorder  
(PTSD) symptomatology—the vast 
majority of individuals reported new 
onset symptoms (predominantly anx-
iety and depressive symptoms) in the 
wake of coronavirus disease 2019 
(COVID-19). 

Of course, this is hardly surpris-
ing. By any measure, the impact of 
the current—and inexorably ongo-
ing—COVID-19 pandemic on our 
society has been profound. We have 
witnessed an extraordinary death toll 
(estimated at more than 216,025 lives 
and still climbing as of October 15, 

» Michael W. Jann, PharmD, FCP

A lthough we are almost a year into the coronavirus dis-
ease 2019 (COVID-19) pandemic, there is still much 
about the virus that we do not know. Post-recovery pa-

tients are likely to suffer substantial sequelae, but it is diffi-
cult to say exactly what these might be. To better understand 
and anticipate such, investigators are reviewing data from 
patients who recovered from sepsis. Research shows previ-
ously septic patients have increased mortality, physical dis-
abilities, cognitive impairment, recurrent infections, and 
overall health deterioration for at least the following 2 years.1
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NOW APPROVED

Learn more at www.spravatohcp.com

Limitations of Use: 

SPRAVATO®, IN CONJUNCTION WITH AN ORAL 
ANTIDEPRESSANT, IS NOW APPROVED FOR 
THE TREATMENT OF DEPRESSIVE SYMPTOMS 
IN ADULTS WITH MDD WITH ACUTE SUICIDAL 
IDEATION OR BEHAVIOR (MDSI)1

The most common adverse reactions with 
SPRAVATO® plus oral antidepressant (incidence 
≥5% and at least twice that of placebo 
nasal spray plus oral antidepressant) were: 
dissociation, dizziness, sedation, blood pressure 
increased, hypoesthesia, vomiting, euphoric 
mood, and vertigo.1

Indications: 

SPRAVATO® (esketamine) CIII Nasal Spray is indicated, in 
conjunction with an oral antidepressant, for the treatment of:

•  Treatment-resistant depression (TRD) in adults.

•   Depressive symptoms in adults with major depressive disorder 
(MDD) with acute suicidal ideation or behavior.

Limitations of Use: 

•   The effectiveness of SPRAVATO® in preventing suicide 
or in reducing suicidal ideation or behavior has not been 
demonstrated. Use of SPRAVATO® does not preclude the 
need for hospitalization if clinically warranted, even if patients 
experience improvement after an initial dose of SPRAVATO®.

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

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

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

See full prescribing information for complete boxed warning

•  Risk for sedation and dissociation after administration.
Monitor patients for at least two hours after
administration (5.1, 5.2). 

•  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 (5.3).

•  SPRAVATO® is only available through a restricted
program called the SPRAVATO® REMS (5.4).

•  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 (5.5).

MDD=major depressive disorder. 

Reference: 1. SPRAVATO® [Prescribing Information]. Titusville, NJ: Janssen 
Pharmaceuticals, Inc. July 2020.

Important Safety Information

© Janssen Pharmaceuticals, Inc. 2020.  September 2020  cp-178407v1 

•  The effectiveness of SPRAVATO® in preventing 
suicide or in reducing suicidal ideation or 
behavior has not been demonstrated. Use of 
SPRAVATO® does not preclude the need for 
hospitalization if clinically warranted, even if 
patients experience improvement after an  
initial dose of SPRAVATO®.1 

•  SPRAVATO® is not approved as an anesthetic  
agent. The safety and effectiveness of  
SPRAVATO® as an anesthetic agent have not  
been established.1
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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, 48% to 61% of SPRAVATO®-treated 
patients developed sedation and 0.3% to 0.4% 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 84% 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.
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 and administered in healthcare settings.
• Patients treated in outpatient settings (e.g., medical offices

and clinics) must be 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 
doses. Increases in BP peak approximately 40 minutes after 
SPRAVATO® administration and last approximately 4 hours.
Approximately 8% to 19% 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 SPRAVATO®, 
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 take into account the balance of 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. 

Important Safety Information (continued)

Please see additional Important Safety Information and Brief 
Summary of full Prescribing Information, including Boxed 
WARNINGS, on following pages.
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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 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. 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 
antidepressant (incidence ≥5% and at least twice that of placebo 
nasal spray plus oral antidepressant) were:
TRD: dissociation, dizziness, nausea, sedation, vertigo, 
hypoesthesia, anxiety, lethargy, blood pressure increased, 
vomiting, and feeling drunk. 
Treatment of depressive symptoms in adults with MDD with acute 
suicidal ideation or behavior: dissociation, dizziness, sedation, 
blood pressure increased, hypoesthesia, vomiting, euphoric 
mood, and vertigo.

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

cp-170362v1
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Important Safety Information (continued)
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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
•  Depressive symptoms in adults with major depressive disorder (MDD) with acute suicidal ideation 

or behavior
Limitations of Use:
•  The effectiveness of SPRAVATO in preventing suicide or in reducing suicidal ideation or behavior 

has not been demonstrated [see Clinical Studies (14.2) in Full Prescribing Information]. Use of 
SPRAVATO does not preclude the need for hospitalization if clinically warranted, even if patients 
experience improvement after an initial dose of SPRAVATO.

•  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, 48% to 61% of SPRAVATO-treated patients developed sedation based on the Modified 
Observer’s Assessment of Alertness/Sedation scale (MOAA/S) [see Adverse Reactions], and 0.3% to 
0.4% 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 84% of SPRAVATO-
treated patients developed dissociative or perceptual changes based on the Clinician-Administered 
Dissociative States 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 and administered in healthcare settings.
 –  Patients treated in outpatient settings (e.g. medical offices and clinics) must be 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 19% of SPRAVATO-treated patients and 1% to 4% of placebo-treated patients 
experienced an increase of greater than or equal to 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.
Treatment-Resistant Depression
SPRAVATO was evaluated for safety in 1709 adults diagnosed with treatment-resistant depression 
(TRD) [see Clinical Studies (14.1) 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 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 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 Adult 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
Nausea 98 (28%) 19 (9%)
Vomiting 32 (9%) 4 (2%)
Diarrhea 23 (7%) 13 (6%)
Dry mouth 19 (5%) 7 (3%)
Constipation 11 (3%) 3 (1%)

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

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

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

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

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

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

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

Depressive Symptoms in Patients with Major Depressive Disorder with Acute Suicidal Ideation or Behavior
SPRAVATO was evaluated for safety in 262 adults for the treatment of depressive symptoms in adults 
with major depressive disorder (MDD) with acute suicidal ideation or behavior [see Clinical Studies 
(14.2) in Full Prescribing Information] from two Phase 3 studies (Study 3 and Study 4) and one Phase 2 
study. Of all SPRAVATO-treated patients in the completed Phase 3 studies, 184 (81%) received all eight 
doses over a 4-week treatment period.
Adverse Reactions Leading to Discontinuation of Treatment
In short-term studies in adults (pooled Study 3 and Study 4), the proportion of patients who discontinued 
treatment because of an adverse reaction was 6.2% for patients who received SPRAVATO plus oral 
AD compared to 3.6% for patients who received placebo nasal spray plus oral AD. Adverse reactions 
leading to SPRAVATO discontinuation in more than 1 patient were (in order of frequency): dissociation-
related events (2.6%), blood pressure increased (0.9%), dizziness-related events (0.9%), nausea (0.9%), 
and sedation-related events (0.9%).
Most Common Adverse Reactions
The most commonly observed adverse reactions in patients treated with SPRAVATO plus oral AD 
(incidence ≥5% and at least twice that of placebo nasal spray plus oral AD) were dissociation, dizziness, 
sedation, blood pressure increased, hypoesthesia, vomiting, euphoric mood, and vertigo. Table 3 shows 
the incidence of adverse reactions that occurred in patients treated with SPRAVATO plus oral AD and 
greater than patients treated with placebo nasal spray plus oral AD.

Table 3:  Adverse Reactions Occurring in ≥2% of Adult Patients with MDD and Acute Suicidal Ideation or 
Behavior Treated with SPRAVATO + Oral AD and at a Greater Rate than Patients Treated with 
Placebo Nasal Spray + Oral AD

SPRAVATO + Oral AD 
(N=227)

Placebo + Oral AD 
(N=225)

Cardiac disorders
Tachycardia* 8 (4%) 2 (1%)

Ear and labyrinth disorders
Vertigo 14 (6%) 1 (0.4%)

Gastrointestinal disorders
Nausea 61 (27%) 31 (14%)
Vomiting 26 (11%) 12 (5%)
Constipation 22 (10%) 14 (6%)
Dry mouth 8 (4%) 6 (3%)
Toothache 5 (2%) 2 (1%)

General disorders and administration site conditions
Feeling drunk 8 (4%) 1 (0.4%)
Feeling of relaxation 5 (2%) 3 (1%)

Investigations
Blood pressure increased* 34 (15%) 14 (6%)

Musculoskeletal and connective tissue disorders
Myalgia 5 (2%) 1 (0.4%)

Nervous system disorders
Dizziness* 103 (45%) 34 (15%)
Sedation* 66 (29%) 27 (12%)
Dysgeusia* 46 (20%) 29 (13%)
Hypoesthesia* 30 (13%) 4 (2%)
Lethargy* 10 (4%) 4 (2%)
Confusional state 5 (2%) 0 (0%)

Psychiatric disorders
Dissociation* 108 (48%) 30 (13%)
Anxiety* 34 (15%) 20 (9%)
Euphoric mood 17 (7%) 1 (0.4%)
Intentional self-injury 7 (3%) 3 (1%)
Dysphoria 5 (2%) 0 (0%)

Renal and urinary disorders
Pollakiuria* 5 (2%) 2 (1%)

Respiratory, thoracic and mediastinal disorders
Oropharyngeal pain 10 (4%) 3 (1%)
Throat irritation 9 (4%) 5 (2%)

Skin and subcutaneous tissue disorders
Hyperhidrosis* 11 (5%) 5 (2%)

*  The following terms were combined:
Anxiety includes: agitation; anxiety; anxiety disorder; fear; irritability; nervousness; panic attack; 
psychomotor hyperactivity; tension
Blood pressure increased includes: blood pressure diastolic increased; blood pressure increased; 
blood pressure systolic increased; hypertension
Dissociation includes: depersonalization/derealization disorder; derealization; diplopia; dissociation; 
dysesthesia; feeling cold; feeling hot; hallucination; hallucination, auditory; hallucination, visual; 
hallucinations, mixed; hyperacusis; paresthesia; paresthesia oral; pharyngeal paresthesia; 
photophobia; time perception altered; tinnitus; vision blurred
Dizziness includes: dizziness; dizziness exertional; dizziness postural
Dysgeusia includes: dysgeusia; hypogeusia
Hyperhidrosis includes: cold sweat; hyperhidrosis
Hypoesthesia includes: hypoesthesia; hypoesthesia oral; intranasal hypoesthesia; pharyngeal 
hypoesthesia
Lethargy includes: fatigue; lethargy; psychomotor retardation
Pollakiuria includes: micturition urgency; pollakiuria
Sedation includes: sedation; somnolence; stupor 
Tachycardia includes: heart rate increased; sinus tachycardia; tachycardia
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Sedation
Sedation was evaluated by adverse event reports and the Modified Observer’s Assessment of 
Alertness/Sedation (MOAA/S). In the MOAA/S, 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 the presence of sedation, and such a decrease occurred in a higher 
number of patients on SPRAVATO than placebo during the short-term TRD studies. Dose-related 
increases in the incidence of sedation (MOAA/S score <5) were observed in a fixed-dose TRD study 
[see Warnings and Precautions]. Table 4 presents the incidence of sedation (MOAA/S score <5) in a 
fixed-dose study with adult patients <65 years of age with TRD and a flexible-dose study with patients 
≥65 years of age with TRD.

Table 4:  Incidence of Sedation (MOAA/S Score <5) in Double-Blind, Randomized, Placebo-Controlled 
Studies (Fixed-Dose Study with Adult Patients <65 Years of Age with TRD and Flexible-Dose 
Study with Patients ≥65 Years of Age with TRD)

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 score <5) 11% 50% 61% 19% 49%

*Patients who were evaluated with MOAA/S
In studies for the treatment of depressive symptoms in adults with MDD with acute suicidal ideation 
or behavior, there was a higher incidence of sedation (MOAA/S score <5) in patients treated with 
SPRAVATO plus oral AD compared to patients treated with placebo plus oral AD, similar to the TRD 
study results in Table 4.
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). A CADSS total score of more than 4 
indicates the presence of dissociative symptoms, and such an increase to a score of 4 or more occurred 
in a higher number of patients on SPRAVATO compared to placebo during the short-term TRD studies. 
Dose-related increases in the incidence of dissociative symptoms (CADSS total score >4 and change >0) 
were observed in a fixed-dose TRD study [see Warnings and Precautions]. Table 5 presents the incidence 
of dissociation (CADSS total score >4 and change >0) in a fixed-dose study with adult patients <65 years 
of age with TRD and a flexible-dose study with patients ≥65 years of age with TRD.

Table 5:  Incidence of Dissociation (CADSS Total Score >4 and Change >0) in Double-Blind, 
Randomized, Placebo-Controlled Studies (Fixed-Dose Study with Adult Patients <65 Years 
of Age with TRD and Flexible-Dose Study with Patients ≥65 Years of Age with TRD)

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
In studies for the treatment of depressive symptoms in adults with MDD with acute suicidal ideation 
or behavior, patients treated with SPRAVATO plus oral AD also demonstrated a higher number (84%) 
with dissociation (CADSS total score >4 and change >0) compared to patients treated with placebo 
plus oral AD (16%).
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 with TRD receiving SPRAVATO plus 
oral antidepressants [see Warnings and Precautions]. Table 6 presents increases in blood pressure in 
short-term trials with patients <65 years of age and ≥65 years of age with TRD.
Table 6:  Increases in Blood Pressure in Double-blind, Randomized, Placebo-Controlled, Short-Term 

Trials of SPRAVATO + Oral AD Compared to Placebo Nasal Spray + Oral AD in the Treatment 
of TRD in Adult Patients

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%)

In studies for the treatment of depressive symptoms in adults with MDD with acute suicidal ideation 
or behavior, patients treated with SPRAVATO plus oral antidepressants demonstrated similar mean 
placebo-adjusted increases in SBP and DBP compared to patient with TRD, as well as similar rates 
of increases to SBP ≥180 mmHg or ≥40 mmHg increases in SBP, and similar rates of increases to  
DBP ≥110 mmHg or ≥25 mmHg increases in DBP, compared to the TRD study results in Table 6.
Nausea and Vomiting
SPRAVATO can cause nausea and vomiting. 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 7 presents the incidence and severity of nausea and vomiting in a short-term study with patients 
with TRD.

Table 7:  Incidence and Severity of Nausea and Vomiting in a Double-blind, Randomized, Placebo-
Controlled, Fixed-Dose Study in Adult Patients with TRD

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

In studies for the treatment of depressive symptoms in adults with MDD with acute suicidal ideation 
or behavior, patients demonstrated similar incidence and severity of reported nausea and vomiting 
compared to the TRD study results described above.

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 (14.1) 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, modafinil, 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.
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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-Åsberg 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).
Manufactured for:
Janssen Pharmaceuticals, Inc.
Titusville, NJ 08560

© 2019 Janssen Pharmaceutical Companies

cp-81105v6

SPRAVATO® (esketamine) nasal spray, CIII

PSY1120_CV2-006_Spravato.indd   6PSY1120_CV2-006_Spravato.indd   6 10/29/20   11:13 AM10/29/20   11:13 AM



7PSYCHIATRIC TIMES novEMbER 2020
www.psychiatr ic t imes.com

FROM THE CHAIRMAN

Giving Thanks
N

ovember is the start of the holiday season, with Thanksgiving’s mer-

riment arriving at the end of the month. It is the time of year we 

usually gather with friends and family and enjoy a bounty of food, 

comradery, and laughter. There is no question that this year’s feasts and 

festivities will be different, but the opportunity to reflect and give thanks 

should still be at the forefront of our minds. 

In his commentary, Peter Buckley, MD, does just that. Although the past 

6-plus months have been challenging, he found silver linings amid the coro-

navirus disease 2019 (COVID-19) crisis. From teamwork and innovation to 

more fully appreciating the little things, his article reminds us of the magic 

that happens when people come together to help others. For those who have 

worked tirelessly to keep our health care system working, we give thanks. 

Meanwhile, Carl I. Cohen, MD, and Jena Lee, MD, explore one of the 

mixed blessings of the COVID-19 pandemic—telepsychiatry and the seem-

ingly infinite number of virtual meetings. On the surface, “Zoom fatigue” 

and the inability to see patients in-person seem like another hassle. Yet, 

technology has afforded us ways to communicate and connect from the 

safety of our homes for work and pleasure and it has allowed clinicians to 

“meet” with their patients without exposing the most vulnerable to undue 

risks. For all those virtual platforms, we give thanks.

Pain continues to be a hot topic in medicine, especially as the fight against 

the opioid epidemic continues. To that end, a number of articles in this issue 

investigate the strategies for managing pain in patients with psychiatric dis-

orders. Steven King, MD, leads a fascinating Special Report that examines 

the roles sleep and posttraumatic stress disorder play in addressing pain. 

Similarly, Ellen Lockard Edens, MD, MPE, and colleagues explore the vi-

cious “catch-22” of pain and substance use, explaining how chronic pain 

drives substance use and how the cycle of addiction leads to greater pain 

interference and poorer outcomes. Although the complications and challeng-

es are ever-present, the articles share solutions to help improve patients’ 

quality of life. For the increasing options and awareness, we give thanks. 

To help address the need for continuing medical education, last month 

we held our Annual Psychiatric Times® World CME Conference™. The 

virtual meeting was a huge success, as attendees had the opportunity to hear 

from leaders in the field and Psychiatric TimesTM contributors and editorial 

board members. For those who attended and shared their positive feedback 

as well as for our first-class speakers and staff who ensured a meaningful 

meeting experience for all, we give thanks.

So, although this year has given us plenty of obstacles, frustrations, and 

disappointments, I cannot help but look around and think we are relatively 

fortunate. As we gather around our more intimate holiday table this year, I 

will be thankful for so much. And, among other things, I am thankful for 

you, dear reader, for giving Psychiatric TimesTM the opportunity to provide 

you with the insights and information you need to best treat your patients. 

May you, too, continue to have a plethora of reasons to be thankful!  ❒

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
Senior Digital Managing Editor .............................Laurie Martin
Associate Editor ............................................ Paul Gleason, PhD
Assistant Editor ........................................................ Leah Kuntz

DESIGN & PRODUCTION
Creative Director .................................................Robert McGarr
Senior Art Director ............................................... Nicole Slocum
Graphic Designer .................................................. Maia Thagard
Circulation Director ......................................... Jonathan Severn 
Production Director .........................................Keyonna Graham

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@mjhlifesciences.com

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

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

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

National Account Associate ..........................Kristen Koederitz
 kkoederitz@mjhlifesciences.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

Chief Marketing Officer ..................................... Michael Baer

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

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@mjhlifesciences.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@mjhlifesciences.com

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

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
Frank A. Clark, MD 
Ralph de Similien, MD
Jessica Gold, MD, MS

Ahmed Hankir, MD 
Nidal Moukaddam, MD, PhD
Chinenye Onyemaechi, MD  
Desiree Shapiro, MD 
John Torous, MD
Jack Turban, MD

PSY1120_007_ChairmanLetter.indd   7PSY1120_007_ChairmanLetter.indd   7 10/29/20   10:29 AM10/29/20   10:29 AM



C A P LY TA  F O R  S C H I Z O P H R E N I A  
I N  A D U LT S

        THIS ISN’T JUST A COFFEE RUN.

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

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

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

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

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

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

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

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

Reference: 1. CAPLYTA prescribing information, 2019.

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

Group Therapy USA
John J. Miller, MD | Editor in Chief

N ovember is an important 
benchmark month, and here 
it is upon us. In New En-

gland, it marks the end of fall, with 
most of the leaves long past their 
brilliant colorful displays and now 
resting comfortably on the ground 
waiting to be raked and relocated. 
The sun sets much too early, and 
layers of clothes are a must. Not un-
commonly, a snowstorm will re-
mind us of what is to come, includ-
ing the cold and dark months that 
separate us from the warmth, sun-
shine, and renewal of life of April.

For many of us in New England, 
and throughout the United States, 
November is also a month of excite-
ment and reconnecting. The signifi-
cant bookends of the month are elec-
tion day (the first Tuesday) and 
Thanksgiving (the last Thursday)—2 
of the most important days of the 
year. The past 4 years have fueled an 
increasingly angry and hostile parti-
san divide, while simultaneously 
forcing us to embrace longstanding 
and deep-rooted cultural issues that 
need to be addressed.

Drawing on our psychiatric un-
derstanding of personality develop-
ment, might it be time for us in psy-
chiatry to sharpen our clinical sword 
and apply that understanding nation-
ally to facilitate the collective emo-
tional growth of our great country 
toward the healthier virtues of toler-
ance, compassion, kindness, self-re-
flection, and the acceptance of our 
imperfection with a willingness to 
continue to mature? After all, the 
United States is only 244 years old, 
quite young relative to the age of 
many of our allies around the world.

Arguably, our country is in its 
adolescence, which developmentally 
has many strengths, but lacks the 
experience and wisdom that only 
time can provide. A primary mile-
stone in psychotherapy is when our 
patient moves beyond a black-and-
white engagement with the world 
and is able to find comfort and un-
derstanding in the greys, where the 
truth usually resides. Opinions are 
just that, and often the healthiest 
resolution in a disagreement is the 
willingness to agree to disagree. Of 
course, some issues cross the line 
and require decisive action, and 
these are self-evident.

A notable and comforting quality 

of our great nation is the eventual 
coming together to assemble our 
collective strength in times of crisis. 
We are in a time of crisis. When 
united, our instincts act as one na-
tion, and the numerous differences of 
opinion become fodder for another 
day. When united, we naturally 
move into the grey zone, and differ-
ences of opinions and beliefs are set 
aside for the greater unity and sur-
vival of our country. Our challenge 
this month, maybe more so than any 
other time since the Civil War, is to 
reunite as citizens of the United 
States of America, embrace our 
common ground, and restore our 
well-earned leadership in the world.

On November 26th, Thanksgiv-
ing Day, our great challenge will be 
to celebrate with our friends, family, 
and fellow citizens through the lens 
of grey, mindfully being thankful 
for all that is good in our life, in our 
country, and on our planet. On No-
vember 27th, let us commit to be-
ginning a national group therapy by 
working together as citizens of the 
United States and fostering the ma-
turity and wisdom that our collec-
tive nation deserves.

Dr Miller notes he serves as a speaker/consultant 
for Sunovion and Otsuka/Lundbeck, and on the 
speaker’s bureau for Sunovion, Otsuka/Lundbeck, 
Allergen, Teva, Neurocrine, and Janssen. He is 
also on an advisory board for Janssen and has 
consulted for Align2Action. ❒

DR MILLER is Medical Director, 
Brain Health, Exeter, NH; Editor in 
Chief, Psychiatric TimesTM; Staff 
Psychiatrist, Seacoast Mental 
Health Center, Exeter, NH; 
Consulting Psychiatrist, Exeter 
Hospital, Exeter, NH; Consulting 
Psychiatrist, Insight Meditation 
Society, Barre, MA.
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The pandemic's impact will likely 
trigger enormous aftershocks in re-
covery and rehabilitation services. 
Anticipating possible scenarios now 
will help psychiatrists and other 
medical professionals prepare for ef-
fective treatment later.2

Post–COVID-19 
neuropsychiatric sequelae 
Patients who recover from acute 
COVID-19 can experience a variety 
of neuropsychiatric manifestations.3,4 
For individuals with mild to moder-
ate infections, the most common 
symptoms include headache, altered 
smell and taste, cough, asthenia, and 
myalgia. Regarding smell and taste, 
these dysfunctions occurred at rates 
of 85% and 88%, respectively. When 
severe illness occurs, reports of en-
cephalopathies, encephalitis, sei-
zures, neuromuscular disorders, 
Guillain-Barré syndrome, and other 
neuropathies were reported in about 
36% of patients. 

In a study of patients who were 
admitted to the intensive care unit 
(ICU), researchers found a number of 
long-term effects.1 Patients in the ICU 
with acute respiratory distress syn-
drome (ARDS) and severe illness 
(91% on ventilation) had average 
global cognition scores 1.5 standard 
deviations (SD) below the age-ad-
justed mean population and were 
similar to patients with mild cogni-
tive impairment. Of those patients, 
26% had 2 SD below the normal. Pa-

tients with mild Alzheimer disease 
and repeated testing at 12 months 
later did not show significant im-
provement. Cognitive impairment 
was noted in 70% to 100% of dis-
charged patients, 46% to 80% had 
impairment 1 year and even 5 years 
later, and 20% had residual cognitive 
dysfunction.1 If patients admitted to 
the ICU with COVID-19 follow these 
trends, they will feel the virus’ ef-
fects for years to come. 

Patients who have recovered from 
COVID-19 experience a wide range 
of psychiatric issues, including post-
traumatic stress disorder (PTSD), 
depression, insomnia, anxiety, and 
suicide.4 If we use data from patients 
with ARDS with ICU admissions as 
a predictive model, the incidence of 
psychiatric sequelae was found to be 
22% to 24% for PTSD, 26% to 33% 
for depression, and 38% to 44% for 
generalized anxiety.1 A significant 
risk factor for these patients was the 
presence of premorbid psychiatric 
illnesses. Family members also can 
experience PTSD, depression, and 
anxiety while adjusting to their new 
roles as caregivers. 

A recent study of patients who had 
COVID-19 (N=402) noted 55.7% 
had at least 1 psychiatric-related con-
dition with the symptoms found in 
the Figure (these data are from 
self-reported questionnaires so we 
cannot assume these are actual DSM-
5 diagnoses).4 A variety of inflamma-
tory laboratory biomarkers (eg, C-re-
active protein) results were obtained 
from the patient charts to determine 
any possible links with the psychiat-
ric illnesses. Oxygen saturation lev-
els and inflammatory biomarkers 
were found not to be associated with 
any of the psychiatric symptoms, 
suggesting that the mental health 
consequences may not have been a 
manifestation of physical symptoms 
(ie, virus effects on the brain).

It was reported that 0.9% to 4% of 
patients who had COVID-19 devel-
oped psychotic spectrum disorders, 
with appropriate antipsychotic treat-
ment indicated.3 Psychotropic medi-
cations should be continued (where 
possible) or restarted in patients with 
preexisting psychiatric conditions. 
Medication selection should be based 
upon the existing guidelines associat-
ed with the various psychiatric ill-
nesses. Finally, alcohol and sub-
stance use disorders can emerge or be 

exacerbated in post–COVID-19 re-
covery, hence clinicians should mon-
itor patients and their families for 
these.

Because of the acute and chronic 
stress conditions that accompany the 
mental health consequences for survi-
vors and their families, the psycholog-
ical sequelae may persist for months 
or years. Individuals who had 
COVID-19, and especially those who 
had severe COVID-19 illness, are at 
an increased risk of suicide.6 The sui-
cide rate in the United States has been 
steadily increasing from 1999 to 
20177, and the COVID-19 pandemic 
adds a suicide risk factor that provid-
ers need to monitor. Factors that in-
crease suicide risk in context of 
COVID-19 include economic prob-
lems, social isolation, and uncertainty 
about the future, as shown in Table 1. 
Suicide assessment should be includ-
ed in the short- and long-term treat-
ment of survivors.

It is unknown whether COVID-19 
can exacerbate or increase risk for 
other neuropsychiatric effects. A case 
report described a patient who was 
treated with haloperidol decanoate 
and 3 weeks after injection devel-
oped neuroleptic malignant syn-
drome. The patient recovered and 
was treated with dantrolene and bro-
mocriptine.8 Another case report por-
trayed a previously healthy man in 
his 60s living with family members 
who had COVID-19.9 He became 
confused, slowed, and forgetful, and 
tested positive for the virus. During 
the next 2 weeks, his disorientation 
became much worse, and he was ad-

mitted to the hospital. He received a 
complete laboratory assessment in 
which the CSF RT-QuIC, 14-3-3, and 
T-tau protein results confirmed 
Creutzfeldt-Jakob disease (CJD). 
The patient died 2 months after the 
initial onset of symptoms, and it is 
not clear whether the COVID-19 in-
fection accelerated the course of the 
CJD. As COVID-19 increases risk of 
neuropsychiatric sequelae, it is possi-
ble that other neurological conse-
quences may emerge and providers 
should be vigilant.

Post-intensive care 
syndrome 
Patients with COVID-19 and severe 
respiratory impairment must remain 
on mechanical ventilators for longer 
time periods than the typical ICU ad-
mission.5 Recovery from the ICU can 
lead to short- and long-term conse-
quences that stem from the post-in-
tensive care syndrome (PICS). A 
summary of the PICS risk factors and  
neuropsychiatric and physical im-
pairments are presented in Table 2.5 
During a prolonged stay in the ICU, 
sedation and mechanical ventilation 
increases the PICS risk. About 33% 
of patients recovering from PICS do 
not return to work and another 33% 
do not go back to their pre-ICU job or 
a job with a pre-ICU salary. At least 
25% of these individuals have sub-
stantial loss of independent living 
and require assistance with daily ac-
tivities for at least 1 year post-ICU 
admission.4 

Complications that affect recov-
ery from severe COVID-19 illness 
can be categorized into 2 other main 
areas: critical illness polyneuropathy 
(CIP) and critical illness myopathy 
(CIM).1,5 The CIP is a mixed senso-
rimotor neuropathy with an occur-
rence reported to be about 46% in 
ICU patients. It is associated with 

Table 2. Understanding Post-Intensive Care Syndrome5

Risk Factors for PICS Impairments from PICS

Delirium Neuropsychiatric

Duration of ICU admission Memory and attention

Sedation duration Psychomotor and impulsivity

Mechanical ventilation duration Visuospatial

Age Depression and anxiety

Hypoxia and hypotension Posttraumatic stress disorder

Sepsis Insomnia

Glucose dysregulation Physical

Premorbid mental comorbidity Pulmonary function

Premorbid physical comorbidity Pain and neuropathies, 
muscle weakness, paresis, and 
severe fatigue

Table 1. Summary of Factors 
That Can Increase Suicide 
Risk6

Vulnerable Individuals
  Preexisting psychiatric disorder 

(eg, depression) 

   Low resiliency 

  Residing in a high COVID-19 area

   Had a family member or friend who 

died of COVID-19

Psychiatric Conditions 
   Exacerbation of a preexisting  

psychiatric disorder

   Depressive disorders 

   Anxiety disorders (eg, PTSD) 

   Alcohol and other substance  
use disorders 

   Other psychiatric conditions

   Other medical conditions 

(eg, chronic pain) 

neuropsychiatric and  
medical Sequelae of CovID-19
Continued from Cover
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neuropsychiatric impairment, pain, 
muscle weakness, fatigue, dyspha-
gia, and incontinence. CIM occurs in 
48% to 96% of patients in the ICU 
and is a non-necrotizing diffuse my-
opathy with fatty degeneration, atro-
phy, and fibrosis. The CIM clinical 
presentation is similar to CIP but 
with more distal weakness and sen-
sory preservation and may be associ-
ated with use of paralytic agents, ste-
roids, and sepsis. Patients recover 
more completely and quickly from 
CIM than CIP. However, impaired 
function and quality of life from both 
conditions can linger for 2 years or 
longer.1 Based on the Medicare data 
from sepsis, about 50% of recovered 
patients will need additional facili-
ty-based care and home health care. 2

Given the challenges from quaran-
t ine  measures  required  by 
COVID-19, this presents additional 
issues that must be faced in the short- 
and long-term recovery programs.

Practical applications for 
managing symptoms
As patients recover and are dis-
charged from hospitals, they face ma-
ny challenges in the short- and long-
term management of their mental and 
physical rehabilitation. Interdisci-
plinary team treatment approaches 
will be necessary. The medical se-
quelae from COVID-19 will deter-
mine initial short-term rehabilitation 
needs (eg, respiratory system) and its 
comorbidities (eg, hypertension, dia-
betes) and form the treatment plans. 
At discharge, clinicians should estab-
lish treatment plans that can be con-
tinued at another facility or with 
home health services. Mental health 
services should be an integral aspect 
of the patient’s overall treatment plan 
with continued assessments during 
physical rehabilitation. The presence 
of PTSD, depression, anxiety, or oth-
er psychiatric symptoms should be 
detected as early as possible with ap-

propriate treatment programs incor-
porated for at least the first 2 years 
following infection. 

Cognitive impairment may persist 
for years after recovery from 
COVID-19. Improving these symp-
toms will require a collaborative ap-
proach between family members and 
health care professionals. The stress-
ful psychological impact of quaran-
tine cannot be underestimated.10 Up-
on discharge from the hospital or 
facility, the survivor and their family 
members face fears of infection, rein-
fection, frustration, helplessness, 
boredom, and uncertainty about what 
the future holds. Historically, a lon-
ger period of quarantine duration was 
associated with worse mental health, 
specifically PTSD.10 Finally, finan-
cial stressors and the stigma of quar-
antine influence rates of acceptance 
and adherence. Once people accept 
that quarantine is necessary for pub-
lic health reasons and not a political 
choice, then it becomes easier to en-
dure psychologically.10 

Access to physical and mental 
health care services for patients who 
have recovered from COVID-19 is a 
major concern. This is particularly 
true for minority populations, as 
COVID-19 infections disproportion-
ally affect African-American and 
Latino patients.11 These 2 popula-
tions are 2 to 3 times more likely to 
know someone who died from 
COVID-19 than white individuals. 
Their recovery and rehabilitation 
should include culturally competent 
services along with technological 
support for internet, smart phones, or 
tablets necessary for telemedicine. 

Concluding thoughts
The COVID-19 pandemic has re-
vealed significant weaknesses in our 
health care system, from public 
health preparedness to the structure 
of our medical facilities and the need 
for long-term rehabilitation.12 A ratio-

nal systematic approach to a pandemic 
with lessons learned from the past can 
provide guidance. Mental health ser-
vices play a vital role in treating pa-
tients, family members, first respond-
ers, and health care professionals. 13

The impact of COVID-19 will re-
verberate for many years. For exam-
ple, PTSD, depression, anxiety, and 
other disorders remain among 
post-9/11 first responders and indi-
viduals in New York City nearly 20 
years after the attacks.14 Identifying 
disaster-related stressors that predict 
physical and mental health adversity 
after natural disasters such as Hurri-
cane Katrina can also be applied to 
the COVID-19 environment.15 One to 
4 years post-Katrina, lack of medica-
tions, medical care, safety, and be-
reavement were the main stress pre-
dictors for PTSD, psychological 
distress, and physical symptoms. The 
belief that an individual’s life was in 
danger continued to predict PTSD at 
12 years after the disaster.15

Both 9/11 and Hurricane Katrina 
were acutely short in duration, yet 
they had long-term health conse-
quences. The COVID-19 pandemic 
began in late 2019 and will continue 
for the foreseeable future. Learning 
from past disasters, health care sys-
tems need to minimize any lapses in 
services for medical care, mental 
health care, and medications. Policy 
makers need to provide infrastructure 
support for the economic and techno-
logical sustenance of our society for 
years, as COVID-19 has changed our 
way of life. Psychiatrists and other 
mental health professionals should 
be prepared for the short-term (less 
than 2 years) and long-term (more 
than 2 years) management of patients 
and others affected by the pandemic. 
Psychiatry has faced unusual tasks 
during the COVID-19 pandemic, 
with increasing distress among our 
society that has led to increasing 
rates of depression, anxiety, and oth-

er mental health conditions. This 
trend will likely continue, and close 
collaboration between primary care 
providers and mental health profes-
sionals will be needed.16

Dr Jann is professor of pharmaco-
therapy at the University of North 
Texas System College of Pharmacy 
and founder of Jann Medical Writing.
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2020) and a recent catastrophic con-
striction of the United States econo-
my by one-third. The global impact 
of COVID-19 is even more devastat-
ing. We watched in horror as health 
care systems have collapsed in other 
nations as well as in the United States 
under the enormous burden of care 
posed by COVID-19.

Particularly poignant is the tragic 
story of Lorna Breen, MD. Breen was 
a high-functioning individual with a 
normal premorbid personality and no 
preexisting mental conditions. She 
was a valiant emergency room doctor 
(and alumnus of our medical school), 
who provided exemplary care in a 
New York hospital that was deluged 
with COVID-19.2 After working long 
hours, she contracted COVID-19. 
Once she recovered, she temporarily 
returned to work; she later died by 
suicide. Thus, the specter of mental 
health problems related to COVID-19 
is significant3,4 and will likely endure 
well past this pandemic (Table 2).

Even in the middle of the pandemic, 
however, there are reasons to be 
grateful. “Gratitude makes sense of 
our past, brings peace for today, and 
creates a vision for tomorrow,” ac-
cording to Melody Beattie, one of 
America’s self-help authors. How 
true these words are, and how well 
they resonate as we consider the hu-

man experience of the COVID-19 
pandemic. While the death toll is ter-
rible and the current situation globally 
looks grim as a consequence of this 
pandemic, there are still silver lin-
ings, both personal and professional. 
Some of these silver linings are high-
lighted in this article.

Health delivery and impact 
of COVID-19 
The impact of COVID-19 upon US 
health care has been staggering, with 
an estimated $300 billion revenue 
loss and a projected -7% hospital op-
erating margin in the third quarter.5 
Overall, academic institutions have 
fared better than community hospi-
tals during this pandemic. Addition-
ally, hospitals that were financially 
strong heading into this pandemic 
have weathered this challenging peri-
od better than their less fiscally via-
ble counterparts.5 At Virginia Com-
monwealth University Health System 
(VCUHS), we began the pandemic 
with an approximately 3.5% operat-
ing margin, which declined precipi-
tously after March 2020 when we 
were then losing $2.5 million daily. 
Through the magnificent efforts of 
our health care team and the support 
of state and federal funding, we con-
cluded this fiscal year with a remark-
able 2.3% operating margin. Like 

others6, we have seen the effect of 
health care disparities in outcomes 
for COVID-19. We have also wit-
nessed the consequences of delaying 
care for chronic, non-chronic, and 
COVID-19 medical conditions and a 
corresponding increase in mortality.7 

Mental health has, of course, been 
challenging during the pandemic. Pa-
tients who are acutely disturbed ex-
perienced longer stays in the hospital 
emergency room. Early in the pan-
demic, this delay was complicated by 
COVID-19 diagnostic tests, which 
were needed to help security and 
clinical staff feel safer (they were 
naturally anxious about close contact 
with psychiatric patients who might 
have COVID-19). We transitioned 
quickly to using rapid testing for our 
patients with psychiatric illness. On 
the ambulatory care side, we experi-
enced declines in outpatient visits 
until we ramped up our telepsychia-
try access. This telehealth approach 
quickly led to outpatient daily patient 
volumes that exceeded overall pre-
COVID outpatient volume levels. We 
also heard, as have other health care 
systems, stories of great personal re-
silience in recovery from COVID-19.8 

All that said, we have experienced 
positive changes in health care. As 
noted, our use of telehealth has sky-
rocketed from an average of 80 visits 
pre-COVID to now about 4000 to 
4500 visits per week. Moreover, we 
have witnessed unprecedented inno-
vations in health care, from the rapid 
development of COVID-19 testing 
capabilities all the way through ultra-
violet light re-sterilization of protec-
tive masks and more.9,10 

Perhaps, however, the most pro-
found revelations have happened on 
a human level: that is, the demonstra-
tion of leadership and the expression 
of resilience. It is noteworthy that 
leadership and resilience have ap-
peared during a tragedy, as they have 
surfaced throughout the ages in re-
sponse to great calamities.

Reflections on leadership 
and human resilience
Notwithstanding the widespread ef-
fects and health care challenges of the 
COVID-19 pandemic10, the following 
represent my reflections on the poten-
tial good that can be taken out of this 
situation (Table 3).

Good health of our family. I am ever 
grateful that my family and I have re-
mained healthy thus far during this 

pandemic. We had a scare when my 
older brother in Ireland was hospital-
ized with a heart problem, complicat-
ed by suspected COVID-19, at his 
care facility. All of us know families 
whose relatives have been affected by 
this virus. Good health is certainly 
something for which to be grateful.

Opportunity to work. Unfortunately, 
layoffs and furloughs have become 
commonplace during this pandemic. 
The chance to come to work and 
serve in health care has been more 
rewarding than ever. Additionally, 
service during this pandemic has 
been in itself gratifying.

Cohesion and individual talents of our 
multidisciplinary team. As in all health 
care systems, our team truly pulled 
together. Team cohesion was neces-
sary to achieve the rapid mobilization 
of physical capacity, processes and 
procedures, and human resources 
that enabled us to mount a full-fron-
tal health care attack on this virus. 
People put aside other priorities (and 
even personal differences) to func-
tion as a cohesive unit, and we all 
kept our heads down in preparing our 
health care system for patients with 
COVID-19. We have seen a remark-
able expression of each individual’s 
talents, from nursing staff imple-
menting pronation for COVID-19 
patients through physicians collabo-
rating with engineers to create novel 
ventilators. This is the essence of 
multidisciplinary team care.

The remarkable compassion, profes-
sionalism, and resilience of our team 
members. Throughout this pandemic, 
we have often heard the phrase, 
“health care heroes.” Our staff could 
see those words on billboards as they 
traveled home exhausted after a long 
day caring for patients with 
COVID-19. Our nurses (along with 
respiratory technicians, radiologists, 
and others) stood on the frontlines 
and provided exemplary and com-
passionate care to sick patients. For 
this, they were repeatedly and deserv-
edly recognized, especially given that 
they were at risk of contracting the 
virus. The resilience shown through 
long hours and protracted crisis man-
agement (most health care crises are 
short-term) has been remarkable, es-
pecially as health care providers 
grappled with their own familial 
stresses.

Our innovations and impact as an aca-
demic health system. It is said that uni-
versities serve as anchor institutions 
within their communities. During the 
COVID-19 pandemic, it has been 

Table 1. Survey of Mental Health Symptoms During the 
COVID-19 Pandemic 

Symptoms % Individuals 
Reporting Experience

  One or more negative mental or behavioral 
experiences

40.9

  Anxiety/depression 30.9

  Trauma symptoms related to COVID-19 26.3

  Suicidal thoughts 10.7

  New or increased substance use 13.3

*Centers for Disease Control and Prevention survey taken by 5412 adults during June 
24-30, 2020

Table 2. Selected Mental Health Consequences of the COVID-
19 Pandemic

  New-onset adjustment disorders—anxiety, depression, especially grief 
related to anticipated death of relatives in isolation and without family 
contact

  New onset alcohol and drug abuse
  Worsening of preexisting mental health conditions due to stress and 

adverse circumstances of COVID-19 (job loss, financial problems, etc)
  Worsening of mental health due to deferral of care, inability to obtain 

medications, lack of social support
  Worsening attention-deficit symptoms among adolescents with 

prolonged virtual meetings and online schooling
  Worsening obsessions and compulsions about cleanliness
  Further social isolation of people with autism or schizophrenia

Resilience and Being Thankful 
Continued from Cover
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heartening to observe the real value 
and expertise our institutions have 
brought to each of their communi-

ties.10 At our institution, like so many 
others nationally, we have demon-
strated our abilities to: conduct clini-
cal research on COVID-19; make 
COVID-19 testing and successive 
testing innovations readily available; 
and provide expert information to 
other community colleges, universi-
ties, and regional businesses (Table 
4). We have all witnessed the truth of 
the phrase “research is hope” as we 
advance both basic and clinical re-
search to combat this virus. Research 
at academic institutions is providing 
knowledge, hope, and real solutions 
(including an imminent vaccine) to 
this pandemic.9,10

Faculty and collective successes 
during—and in spite of—the corona-
virus pandemic. Our research faculty 
submitted more research grants 
during May 2020 than in May 2019, 
even working from home. Our col-
leagues submitted manuscripts, men-
tored junior colleagues, supervised 
theses defenses, and served (virtual-
ly) on national organizations. Their 
perseverance and commitment to our 
academic mission, even in spite of 
this pandemic, was inspirational. Also, 
our health care system, during this 
pandemic, was named to Becker’s 

“100 Top Hospitals.” 

Advancing the training of our students. 
The impact of this pandemic on our 
students has been profound. In 
March, we all scurried to reduce the 
human density and risk on our cam-
puses, moving rapidly to online train-
ing for students. The resilience and 
flexibility of our students has been 
impressive and admirable. During 
June 2020, we brought about 1700 
health sciences students back to cam-
pus to continue their clinical training 
and placements. Our faculty greeted 
their return to clinical training with 
joy. It was an affirmation of our fun-
damental mission: training tomor-
row’s health care workforce.

Remarkable support from friends, from 
our Richmond community, and their (not 
so) random acts of kindness. In my 
30-year career as a psychiatrist and 
academic health care leader, I have 
never experienced such an outpour-
ing of support and appreciation for 
health care providers. 

We have received donations, gifts, 
lunches, and innumerable supportive 
comments from every corner of our 
community. This has been an unpar-
alleled and uplifting experience.

Things in life previously taken for 
granted now take on a unique/spe-
cial meaning. Undoubtedly, this 
pandemic serves as a powerful re-
minder of our need for human con-
tact and connection. As hugs have 
been replaced by elbow bumps, so-
cial distancing has (paradoxically) 
contributed to a greater apprecia-
tion of the joy and importance 
(well-known to psychiatrists) of 
socialization. Among the many 
commonplace activities that we 
might heretofore have taken for 
granted, a dinner out with friends is 
now a special treat! Several people 
have spoken of greater cohesion 
among families during this pan-
demic, with a return to more basic 
and shared human experiences.

Our personal and professional growth 
through these life experiences. The 
preeminent television personality 
and journalist Tom Brokaw refers, 
with pride, to “the greatest genera-
tion”: those Americans who survived 
and thrived after World War II. The 
proposition is that this generation’s 
exposure to war gave them a greater 
resilience, which served them and 
our nation throughout their lives. Our 
resident physicians have had remark-

©2020 Peter F. Buckley, MD

Table 3. Top 10 Reasons to be
Grateful During the COVID-19 
Pandemic

1.  Good health of our family

2.  Opportunity to be at work

3.  Cohesion and individual talents 
of our team

4.  The remarkable compassion, 
professionalism, and resilience 
of our team members

5.  Our innovations and impact as 
an academic health system

6.  Faculty and collective 
successes during—and in spite 
of—the coronavirus pandemic

7.  Advancing the training of our 
students

8.  Remarkable support of friends, 
our Richmond community, and 
their (not so) random acts of 
kindness

9.  Things in life previously taken 
for granted that now take on a 
unique/special meaning

10.  Our personal and professional 
growth through these 
formative life experiences

At Menninger, we understand that treating your client’s complex 

mental health disorders can, at times, be extremely difficult. 

Our teams of physician-led specialists can provide 

asessments and recommendations as an inpatient or 

outpatient, working with you to give your clients the 

life-changing care they deserve. 

If intensive treatment is needed, our outcomes prove effective 

up to a year after discharge. Visit MenningerClinic.org 

to view results from over a decade of systematic tracking.

Scheduling is simpler than ever. 
Call 713-275-7261.

When Your Client Needs More, 
There’s One Place for Specialists.

PSY1120_000_012-016_Cover.indd   15PSY1120_000_012-016_Cover.indd   15 10/29/20   10:27 AM10/29/20   10:27 AM



16 november 2020
www.psychiatr ic t imes.com

PSYCHIATRIC TIMES

IM
AG

E 
CR

ED
IT

able clinical and human experiences 
over the past months. They will be a 
generation of great doctors, and that 
in itself is a gift to the future of Amer-
ican health care. Also, we have grown 
through our personal and profession-
al experiences, likely in ways that 
will only become apparent over time. 

These experiences are neither 
unique to me nor to my institution. Ac-
ademic institutions all across America 

have clearly demonstrated their value 
to their communities, serving as a foun-
dational resource for their public health 
state departments. The impact of aca-
demic medicine is admirable, and the 
role of psychiatrists has also been foun-
dational, much as it was in the wake of 
the September 11, 2001 terrorist at-
tacks. Just like that traumatic experi-
ence, we can anticipate continued ad-
verse effects on mental health as a 

direct consequence of this pandemic.  
This pandemic will be with us, to some 
extent or another, for awhile. We will 
be further challenged and, hopefully, 
these experiences will further enhance 
our collective resilience. 

In psychiatry, we are ever aware of 
the richness of human experience 
and of the transformative power of 
human resilience. Every day our pa-
tients battle the adversities of mental 
illness. Through their resilience and 
recovery from mental illness, our pa-
tients have much to teach us about 
the human experience, the joys and 
sorrows of life, and the potential for 
personal growth, even in the worst 
circumstances. Undoubtedly, we will 
ultimately prevail over COVID-19 
and, in doing so, we will each 
strengthen our own human resolve, 
as well as our collective resilience. 

For all of that, we can be grateful.

Dr Buckley currently serves as dean 
of Virginia Commonwealth University 
(VCU) School of Medicine and execu-
tive vice president for Medical Affairs 
at VCU Health System. He has also 
served as interim senior vice president 
for Health Sciences at Virginia 
Commonwealth University (VCU) and 
interim CEO of VCU Health System. Dr 
Buckley also serves on the Psychiatric 
TimesTM editorial board. The personal 
reflections herein represent his experi-

ences while serving in these dual 
roles—and as a psychiatrist—during 
this pandemic.
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Table 4. Health Care Innovations During the COVID-19 
Pandemic

  Use of iPads/mobile phones for family communications on inpatient visits

  Rapid development of diagnostic and serology testing capacities

  Rapid development and deployment of a mobile app to support 
institutional response and contract tracing

  Innovative, lean-process, generated solutions on policies and 
procedures to enable medical and surgical care while practicing social 
distancing

  Rapid deployment and increase in telehealth care

  Development of crisis standards of care

  Development of 3-D printing and other approaches to personal 
protective equipment (PPE)

  Ultra-violet light re-sterilization of PPE masks

  Use of convalescent plasma for patients with COVID-19

  Innovative hospital bed management practices, including rapid 
conversion of rooms to negative pressure ICU rooms

  Refinements of clinical research and IRB procedures to enable rapid 
approval and implementation of innovative coronavirus clinical trials

  Innovative approaches (mostly virtual) to support clinician wellness and 
to combat burnout and adjustment disorders

  Communication innovations (eg, hospital hotlines, social media, digital 
health) to patients and to the public at large

Patients Like Telehealth, 
But Barriers Persist

FROM THE PAGES OF

» Keith A. Reynolds

P atients are seeing telehealth as 
a bright spot in the nation’s re-
sponse to the coronavirus dis-

ease 2019 (COVID-19) pandemic. 
According to a news release, pa-

tients scored telehealth services at 
860 on a 1000 point scale as part of 
the J.D. Power 2020 U.S. Telehealth 
Satisfaction Study. 

Unfortunately, it was not all good 
news. The study found that 52% of 
telehealth users report they have en-
countered at least 1 barrier to tele-
health. The most common barriers 
included: limited services (24%), 
technology requirements (17%), and 
a lack of awareness about the cost 
(15%). Another 35% of telehealth 
patients reported they experienced a 
problem during a visit, and 26% re-

ported technological-audio issues, 
the release reported.

“The COVID-19 pandemic has 
been a moment of truth for telehealth, 
and, by most accounts, the technolo-
gy is rising to the challenge and de-

livering a high degree of satisfaction 
among those who use it,” James 
Beem, managing director of global 
healthcare intelligence at J.D. Power, 
explained in the release. “However, 

even though the public awareness 
with Telehealth is higher due to the 
influence of COVID-19, the barriers 
for the consumer to engage with the 
technology has been a consistent 
theme in our research.”

Patients who were at-risk gave an 
overall satisfaction score 117 points 
lower than the scores of those patients 
who considered themselves to be in 
excellent health. Healthier patients 

were also more likely to understand 
information provided during the visit, 
to receive clear explanations, to feel 
that their visits were highly personal-
ized, and obtained a high quality di-
agnosis, the release reported.

Of the respondents, 46% said their 
top reason for choosing telehealth 
was safety compared with only 13% 
who reported similarly in 2019.

Amwell ranked the highest in sat-
isfaction among direct-to-consumer 
telehealth providers with a score of 
885, while Doctors on Demand came 
in second with a score of 879. Cigna, 
meanwhile, ranked highest among 
health insurers who provided tele-
health services with a score of 867, 
while Kaiser Foundation Health Plan 
came in second with 867.

Read more: https://bit.ly/3ltrDQn

"The COVID-19 pandemic has been a 
moment of truth for telehealth, and, by 
most accounts, the technology is rising 

to the challenge."
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A prominent forensic psychiatrist 
and the grandson of founding 
father Alexander Hamilton, Al-

lan McLane Hamilton, MD, died in 
Massachusetts on November 23, 
1919. While perhaps best remem-
bered as the author of The Intimate 
Life of Alexander Hamilton1, Hamil-
ton and his contributions to public 
psychiatry are significant to contem-
porary physicians and historians.

Hamilton was born in Brooklyn, 
New York, on October 6, 1848, and 
graduated from the College of Physi-
cians and Surgeons at Columbia Uni-
versity in 1870.2 Hamilton’s early 
medical work spanned the neurologi-
cal sciences, and he went on to de-
velop treatments for nervous system 
disorders such as epilepsy, head-
aches, and tremors.3

A psychiatry professor at Cornell 
Medical College, Hamilton became a 
psychiatric expert witness in several 
high-profile cases and was the first 
president of the New York Psychiat-
ric Society.3 His patients included 
Presidential assassins Charles Gui-
teau and Leon Czolgosz, and other 
well-known public figures such as 
Joseph Robin and founder of Chris-
tian Science Mary Baker Eddy.2-5 A 
scholar and a practitioner, Hamilton 
authored many seminal texts, includ-
ing Nervous Diseases (1878), A 
Manual of Medical Jurisprudence
(1883), Types of Insanity: An Illus-
trated Guide in the Physical Diagno-
sis of Mental Disease (1883), The 
Modern Treatment of Headaches
(1888), A System of Legal Medicine 
(1894), Railway and Other Accidents 
with Relation to Injury and Disease 

of the Nervous System (1904), and 
Recollections of an Alienist: Person-
al and Professional (1916).

Historians have described the 
mid- and late-19th century as a peri-
od of “the asylum under fire.”6 Op-
ponents of institutionalization criti-
cized asylums,  ci t ing false 
imprisonment of mentally sane indi-
viduals, overcrowding, and inade-
quate funding and resources.6,7 Wary 
of being admitted to mental asylums, 
many individuals minimized their 
symptoms. Thus, psychiatrists were 
keen to develop new techniques to 
identify patients who might conceal a 
severe mental illness.

Perhaps motivated by his experi-
ences as a forensic psychiatrist, 
Hamilton promoted treatments to 
help detect malingering in patients 
with mental illness. As such, Hamil-
ton advocated for greater use of anes-
thetics in treating patients with men-
tal conditions for diagnostic 
purposes.8,9 In a case report published 
in the New York Medical Journal, he 
argued that nitrous-oxide administra-
tion would cause patients who were 
attempting to conceal their delusions 
to escape hospitalization to “give 
prompt expression of not only delu-
sions, but sometimes hallucina-

tions.”9 Thus, Hamilton advocated 
the use of nitrous oxide to help distin-
guish insanity from malingering. 

Moreover, Hamilton similarly ad-
vocated the use of nitrous oxide as a 
therapeutic agent.8 He and fellow 
physician, John Ellis Blake, MD, 
(1831-1880), also held that nitrous 
oxide demonstrated efficacy as a 
treatment for depression. In an 1880 
case report published in the Medical 
Record, the 2 men recounted cases in 
which patients with affective symp-
toms such as depression, insomnia, 
“nervous exhaustion,” and “nervous 
debility” were stimulated by the ad-
ministration of nitrous oxide.10 Blake 

and Hamilton noted that after these 
activating effects of the treatment 
subsided, the “patient recovers, and 
for the rest of the day feels decidedly 
brighter and more active. If he be de-
pressed before the gas is given, or 
suffers from an attack of ‘the blues,’ 
the effect is much more marked.”10

Although it is unclear when nitrous 
oxide ultimately fell out of diagnostic 
and therapeutic use for behavioral dis-
turbances and affective symptoms8,11, 
respectively, physicians and research-
ers have recently revived the use of 
nitrous oxide and other NMDA-re-
ceptor antagonists as rapidly-acting 

agents for treatment-resistant major 
depressive disorder. Several recent 
clinical studies may provide more 
evidence-based support for Hamil-
ton’s early clinical observations.11-13 

Dr Edwards is a resident physician in 
the Department of Psychiatry and 
Behavioral Sciences at Stanford 
University School of Medicine.
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Nitrous Oxide and Alexander
Hamilton’s Grandson

“Perhaps motivated by his experiences as a 
forensic psychiatrist, Hamilton promoted 

treatments to help detect malingering 
in patients with mental illness.”
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If you were to poll physicians and ask which specialty 
usually takes the lead in the management of chronic 
pain, no doubt an overwhelming majority would say an-

esthesiology, with a smaller number saying neurology and 
physiatry. Probably few would say psychiatry, even though 
the recent revision of the definition of pain by the Interna-
tional Association for the Study of Pain says: “Pain is al-
ways a subjective experience that is influenced to varying 
degrees by biological, psychological, and social factors.”1 
This appears to be precisely with what psychiatry deals.

The papers in this Special Report discuss 2 problems 
that frequently occur in those with chronic pain: sleep 
disorders and posttraumatic stress disorder (PTSD). 
 It is usually thought that sleep disorders in a person 
with chronic pain are secondary to the pain.  This over-
simplifies the relationship. The interaction between pain 
and sleep disorders is often a 2-way street, with each 
exacerbating the other. 
 The presence of any type of pain can impair sleep. 
Patients with peripheral diabetic neuropathic pain often 
report worse pain during the night when they are trying to 
sleep. Those with complex regional pain syndrome in their 
lower extremities may complain that it is it painful to have 
sheets touch their skin due to allodynia. Patients with back 
pain often report problems with sleep due to pain.

Similarly, disruption in normal sleep cycles can 
cause pain. More than 45 years ago, research found dis-
ruptive sleep in healthy individuals precipitated the 
symptoms of fibromyalgia and widespread pain.2

There are few studies on the pharmacological treatment 
of comorbid pain and sleep disorders. Most of the studies 
have looked at pregabalin in patients with fibromyalgia.3

Opioids and benzodiazepines, medications that are 
frequently prescribed for patients with chronic pain, 
may actually exacerbate pain because they can cause 
hyperalgesia. By disrupting normal sleep architecture, 
these agents can also exacerbate sleep disorders. Sadly, 
many medical professionals mistakenly believe the sed-
ative side effects make then beneficial for sleep.

 Although there has been a growing interest in pain 
and PTSD over the past few years, a limiting factor of the 
data is that much of the research involves veterans. Many 
veterans have painful injuries caused by explosions as well 
as traumatic brain injuries (TBI). In fact, both pain and 
sleep disorders have been associated with TBI.4 Of course, 
few civilians who suffer PTSD have similar experiences, 
so the role TBI may play in the development of comorbid 
PTSD and chronic pain remains to be determined.  

Research has shown that PTSD may not only be as-
sociated with both pain and sleep disorders, but may 
also play a role in acute pain becoming chronic pain.5

Although there has been much speculation as to 
which factors predispose people to develop PTSD and 
chronic pain separately, we still have no final answer, 
and we have limited ability to predict who is at increased 
likelihood for developing both.

For all 3 problems—PTSD, sleep disorders, and 
chronic pain—psychologically based therapies appear 
to be among the most promising treatments. They also 
do not carry the same risks of exacerbating another con-
dition, unlike medications.

Since psychiatrists often treat PTSD and even sleep, 
there is little doubt they will see patients with comorbid 
chronic pain. Unless psychiatrists also are knowledge-
able about pain and its management, we will not be able 
to provide optimal care for our patients.

Dr King is in private practice in Philadelphia.
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Exploring the Relationship Between 
Posttraumatic Stress and Chronic Pain 
»  Sophie Lykkegaard Ravn, PhD, 
and Tonny Elmose Andersen, PhD

C hronic pain is a massive and 
costly health problem1-5 and 
among the main non-fatal 

causes of years lived with disability 
worldwide.6 In the United States 
alone, an estimated 50 million adults 
are suffering from chronic pain.7 
Huge efforts have been made in past 
decades to better understand, pre-
vent, and treat chronic pain. A com-
mon link between chronic pain and 
posttraumatic stress disorder (PTSD) 
has emerged as a result of this research. 
Many individuals with chronic pain 
suffer from PTSD due to the inci-
dents that caused trauma-related dis-
tress, but chronic pain is also com-
monly found in individuals with 
PTSD as their primary disorder. 
Hence, a better understanding of this 
comorbidity may be important for 
the treatment of both disorders. 

Common co-occurrence
In individuals with chronic pain, re-
ported prevalence rates of PTSD vary 
notably due to differences in sam-
pling and assessment tools. Of im-
portance for the interpretation of 
prevalence rates, many studies rely 
on fulfillment of diagnostic criteria 
based on PTSD screening question-
naires. Two recent systematic re-
views reported mean-possible PTSD 
prevalence rates of 11.7% to 19.1% in 
clinical pain populations, also noting 
large subgroup differences.8-9 Simi-
larly, chronic pain complaints are com-
mon in patients with a primary diagno-
sis of PTSD, with prevalence rates 
estimated to be as high as 80%.10-12 
 In a recent systematic review of 
studies on refugees with PTSD, 
chronic pain complaints were very 
common. In some studies, almost all 
participants reported such com-
plaints.13 Furthermore, several stud-
ies have found that higher levels of 
PTSD symptomatology in patients 
with chronic pain are associated with 
higher levels of pain, disability, and 
psychological distress14-17, raising the 
possibility that the conditions not 
merely coexist, but may influence 
one another negatively. 

Potential explanations
Several theoretical possibilities have 
been put forward to explain the co-
morbidity of PTSD and pain. These 

have mainly focused on shared, pre-
disposing vulnerabilities, or on how 
the conditions may affect one another. 

Shared vulnerabilities
Asmundson et al suggest that underly-
ing predisposing factors or traits cause 
the development of both PTSD and 
chronic pain.11 In particular, anxiety 
sensitivity (the tendency to respond 
with fear due to the assumption that 
[anxiety] symptoms are harmful), 
may amplify the intensity of the initial 
emotional response to a traumatic 
event, thereby increasing the risk of 
developing either condition.11 Also, 
other biological and psychological 
vulnerabilities have been suggested, 
such as a lowered physiological 
threshold for alarm responses and 
feelings of loss of control and unpre-
dictability.18-19 Vulnerabilities, to-
gether with the circumstances of the 
traumatic event, affect the emotional 
responses in the encounter and initiate 
cascades of cognitive bias, hypervigi-
lance, avoidance behavior, autonomic 
responses, and muscular responsivi-
ty.18-19 A number of vulnerabilities and 
processes, then, may make an individ-
ual more prone to develop the comor-
bidity following trauma.  

Mutual maintenance
Maybe the most-cited model in the 
field is the Mutual Maintenance 
Model.20 This model suggests that 
chronic pain and PTSD maintain and 
exacerbate one another through 7 
mechanisms. Attentional and reason-
ing biases toward potentially threat-
ening stimuli as well as catastrophiz-
ing are suggested to lead to 
heightened expectations, overestima-
tions, and selective and negative in-
terpretations of both pain-evoking 
and fear-evoking stimuli. Further-
more, pain may serve as a traumatic 
cue, evoking fear and PTSD intru-
sion and hyperarousal, and vice 
versa. Avoidant coping styles, de-
pressive symptoms, and fatigue are 
also potentially intertwined and 
could lead to physical decondition-
ing, inactivity, disability—all pre-
venting fear extinction. PTSD-relat-
ed anxiety may also include pain 
perception directly. Finally, cognitive 
overload characterizes both condi-
tions, and it leads to limited capacity 
to employ adaptive coping strategies. 

In a similar vein, Liedl and Knaev-
elsrud21 developed the Perpetual 

Avoidance Model, which suggests 
that PTSD symptomatology begins 
early post-trauma. Here, dysfunc-
tional cognitions, intrusive symp-
toms, hyperarousal, avoidance be-
havior, and inactivity all fuel one 
another in a circular process. The 
model posits that pain may be initiat-
ed or increased as a function of hy-
perarousal, leading to reinforced 
fear-avoidance behavior and inactiv-
ity. In addition, Jenewein and col-
leagues argued that fear-learning 
deficits and impaired capacity to in-
hibit fear in PTSD may contribute to 
increased pain perception, pain sen-
sitivity, and fear responses to painful 
stimuli.22 This idea builds on classi-
cal fear conditioning theory, in which 
fear-learning deficits cause an 
over-association of pain cues and 
prevent adaptive safety learning. In-
correct interpretations of bodily 
symptoms can lead to reinforcement 
and catastrophizing.22 As a final note, 
pain issues can also arise due to anx-
iety-related tensions. 

Pain sensitivity and PTSD 
In assessing the impact of PTSD on 
pain sensitization, experimental stud-
ies find both increased and decreased 
pain perception, as well as unaltered 
pain perception.23 While these mech-
anisms are not fully understood yet, 
evidence shows that different pain 
profiles may be related to different 
PTSD symptoms and coping mecha-

nisms. In a recent review23, PTSD 
hyperarousal has been associated 
with increased pain perception and 
dissociation with decreased pain per-
ception. Also, the nature of the trau-
matic event may play a role in how 
PTSD affects pain sensitization. 
Combat-related PTSD was found to 
be associated with increased pain 
thresholds (the level at which a stim-
ulus is experienced as pain), whereas 
accident-related PTSD was associat-
ed with decreased pain thresholds. 

Different coping mechanisms 
may be related to dissociation and 
derealization. Whereas dissociation 
can lead to a reduction of conscious 
attention toward bodily sensations 
and incoming stimuli such as pain, 
anxiety and fearful appraisals may 
lead to attentional bias toward pain-
ful stimuli and thereby a decreased 
pain threshold. Hence, it seems that 
accident-related trauma is linked to 
an anxious and sensitizing reaction, 
whereas combat-related trauma may 
lead to a dissociative and habituative 
reaction. While differences in pain 
processing can be identified in exper-
imental studies, subjective pain re-
porting most often points in the di-
rection of a more severe symptom 
profile in relation to pain, disability, 
and distress when comorbid PTSD 
and pain persist. 

The biological mechanisms behind 
pain sensitization and the develop-
ment of chronic pain are complex but 

Table 1. Overview of DSM-5 PTSD Clusters 

Cluster A Traumatic exposure

Cluster B Intrusion symptoms

Cluster C Avoidance symptoms 

Cluster D Negative alterations in cognitions and mood

Cluster E Alterations in arousal and reactivity 

Cluster F Duration

Cluster G Clinically significant distress or impairment

Cluster H Not due to other causes

HAVE YOU IN THE PAST MONTH EXPERIENCED….
  “Strong negative beliefs about yourself, other people, or the world”
  “Loss of interest in activities”
  “Feeling distant or cut off from people”
  “Feeling irritable or angry or acting aggressively”
  “Difficulties concentrating”
  “Trouble falling or staying asleep”

Table 2. Item Examples From Cluster D and E Prone to 
Inflation Due to Chronic Pain
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include regulatory mechanisms in the 
hypothalamic-pituitary-adrenal axis, 
inflammatory processes, immune sys-
tem suppression, and fatigue.24 Also, 
more complex interpersonal traumas 
such as physical and emotional abuse 
associated with war or sexual assault, 
for example, are of such a pervasive 
nature that the ability to trust others 
can be severely damaged, resulting in 
attachment insecurities that further in-
crease the risk of developing long-
term pain problems.25  

Assessments and challenges 
The high co-occurrence of chronic 
pain and PTSD and their possible en-
tanglement underline the importance 
of conducting assessment for both 
PTSD and pain. Unfortunately, symp-
tom overlap between pain and PTSD 
makes assessment a challenging task. 
In particular, symptoms related to the 
DSM-5 PTSD criterion D and criteri-
on E (Table 1) are also very common 
in individuals who have chronic pain 
but do not have PTSD.26-27 

Table 2 contains items from the 
PTSD Checklist for DSM-5 (PCL-5) 
that are prone to misinterpretation. 
This exemplifies why screening can 
be a challenge, as individuals who 
misinterpret these items will some-
times unintentionally inflate their 
PTSD symptom scores. The key is to 
distinguish between the patients who 
feel upset about the consequences of 
traumatic pain and those who feel 
highly upset when thinking about the 
traumatic event itself. For example, 
negative beliefs about oneself (line 1) 
are often tied to a guilty conscience 
about being unable to fulfill one’s ob-
ligations due to pain. Loss of interest 
in activities and feeling cut off from 
individuals (lines 2 and 3) are often 
related to no longer being able to par-
ticipate in sports and hobbies due to 

pain. Also, almost everyone with 
chronic pain at times feels irritable 
and has difficulty concentrating 
(lines 4 and 5). Similarly, chronic 
pain causes sleep problems (line 6). 
The problem is that intrusion symp-
toms like “feeling very upset when 
something reminded you of the 
stressful experience” (which are un-
derstood as unique PTSD symptom-
atology) are sometimes interpreted 
by patients as being upset when 
thinking about how pain hinders par-
ticipating in activities, and not so 
much as being upset when thinking 
about the traumatic event itself. 

Keeping the aforementioned chal-
lenges in mind, there are several 
PTSD-screening tools (Table 3) that 
can easily be used. In accordance 
with the DSM-5, the PCL-5 covers 
all 20 PTSD symptoms assessed 
with the diagnostic interview 
CAPS-5. Also, there are 2 short-
form versions (4 and 8 item) of the 
PCL-5. Another valid brief screening 
tool for chronic pain is the PTSD-8. 
The PTSD-8 includes 8 items cover-
ing the 3 PTSD symptom clusters of 
intrusion, avoidance, and hyper-
arousal (similar to the criteria of 
ICD-11) and has shown good overall 
accuracy when compared to a diag-
nostic interview in chronic pain. 

Similarly, there are good and short 
instruments for pain complaints. 
Identification of psychological red 
flags in patients seeking care for 
musculoskeletal pain problems or 
PTSD can be useful in treatment 
planning, as these are often modifi-
able. Table 4 presents selected short 
screening tools for both pain-related 
problems and PTSD. The selected 
screening tools are brief, up-to-date, 
validated tools useful in the context 
of comorbid PTSD and pain. Of note, 
for some patient groups psychologi-

cal disorders may be associated with 
stigma and may be more difficult to 
accept. This is important to recognize 
as it may have significant impact on 
what patients report to health care 
professionals, which is important as 
diagnostics in this area are highly re-
liant on self-report.  

CASE EXAMPLE: 
MUTUAL MAINTENANCE 
MECHANISMS

“Jane” is a 38-year-old woman. Ever 
since a severe car crash, her life has 
not been the same. She has struggled 
with chronic pain, and she feels worn 
out and jumpy. Despite her physiother-
apist’s best efforts, Jane continues to 
struggle to engage in the exercise in-
tervention, and she complains about 
the exercises making her pain worse. 

In psychotherapy, she starts to re-
alize that being “worn out” and 
“jumpy” are related to the PTSD. Sev-
eral examples of the integration of the 
conditions become clear to her: 
  She often reports that talking about 

the trauma increases pain intensity. 
  She realizes that her struggle to 

take on physiotherapeutic treat-
ment was not only due to fear of 
pain and risk of re-injury, but that 
pain flare-ups return her to the 
trauma. In this way, her PTSD has 
made her highly hesitant to engage 
and made her feel overwhelmed. 

  She begins to realize that both pain 
and PTSD affect her resources, 
which are split up between them. 
On days where PTSD symptoms 
are severe, she has fewer resourc-
es to handle pain, which in turn 
gets worse. 

Interventions
Interventions in these comorbid cases 

first and foremost need to be biopsy-
chosocial in nature. Unfortunately, 
there are very few randomized con-
trolled studies that target comorbid 
PTSD and pain, making it difficult to 
devise strong recommendations on 
best treatments for comorbid PTSD 
and chronic pain. Although there are 
good evidence-based treatments for 
each condition, it is still debated 
whether both conditions need to be 
targeted sequentially, in parallel, or 
by an integrated intervention.10 
 If a sequential approach is cho-
sen, it is important to take into con-
sideration which disorder to treat 
first. As a rule of thumb, the primary 
disorder needs to be treated first. 
However, as previously outlined, the 
untreated disorder may worsen the 
other; and it is not always evident 
which disorder is the primary—par-
ticularly not in cases where both con-
ditions developed in parallel. 
 The parallel approach also poses 
some challenges. If treated by differ-
ent providers, collaboration and 
treatment planning can be difficult. 
Moreover, the clinicians for each dis-
order need to make sure that the pa-
tient has the resources to engage in 
both treatments. While an integrated 
intervention may overcome some of 
these challenges, there is no exact in-
tervention guidelines for how to inte-
grate the interventions.

Evidence points in the direction of 
integrating cognitive behavior thera-
py (CBT) techniques in the treatment 
of comorbid PTSD28 and chronic 
pain.29 However, one size may not fit 
all. The complexity of the trauma 
needs to be considered. In acci-
dent-related trauma (in which the pri-
mary symptoms may be musculoskel-
etal pain with elevated levels of 
arousal, catastrophizing, and pain-re-
lated fear avoidance beliefs), the vi-

Figure 1. A Conceptual Model of the Co-Development and Mutual Maintenance of Chronic Pain and PTSD Symptoms.

Pre-Trauma Vulnerabilities

Current Life Situation

Trauma / Event & 
Related Cirmunstances

Hyperarousal 
Symptoms

Self-Efficacy & 
Loss of Control

Avoidance Behavior

Intrusion Symptoms

Initial Emotional & 
Physical Responses

Inactivity & Depressive 
Symptoms

Pain Complaints 
& Disability

Pain Catastrophizing 
& Fear Avoidance

Fatigue & Diminished 
Resources

Please note that causality cannot be inferred due to the complexity and variations of 
the interaction; rather this is merely to give a visual idea of some of the key factors.  
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cious circle maintaining both pain and 
PTSD symptoms may be interrupted 
by interventions such as psychologi-
cally informed physiotherapy or an 
intervention with a cognitive behav-
ioral focus on pain management and 
exposure to feared activities.30-31 Also, 
it has recently been shown that early 
interventions, including targeting 
PTSD hyperarousal symptoms and 
pain-related disability with a physio-
therapist-led stress inoculation train-
ing intervention combined with phys-
iotherapeutic exercise, was effective 
in reducing pain-related disability 
compared to exercises alone.32 For 
more complex interpersonal traumas, 
or when chronic pain and PTSD have 
persisted for years, specific and spe-
cialized intervention for both PTSD 
and chronic pain may be necessary 
for positive outcomes. With that said, 
the first step is to be aware of this 
prevalent co-occurrence of pain and 
PTSD, which requires a proper as-
sessment of both conditions. 

Of course, many other frequently 
comorbid disorders may further mud-
dle the picture, both for assessment 
and treatment of both pain and PTSD. 
For example, many studies on PTSD 
and pain are conducted in military 
samples, who are also at increased 
risk of traumatic brain injuries (TBI) 
of varying severity. This phenome-
non also is true for some type of acci-
dents. There are some studies that 
show veterans with TBI and PTSD 
report more pain compared to veter-
ans with either TBI or PTSD alone or 
neither of them.33,34 

Chronic pain and PTSD are also 
associated with suicidal ideation and 
violent impulses in veterans despite 

the presence of TBI.35 While this triad 
remains largely unexplored, some 
relevant narrative reviews exist, as 
well as reflections on treatment (eg, 
Otis and colleagues36). 

Various psychopharmacological 
agents can be used to treat comorbid 
PTSD and chronic pain, but there is 
limited research. Since such a discus-
sion is beyond the scope of this piece, 
clinicians are encouraged to investi-
gate for themselves.

Concluding discussion
We hope this article has shed light on 
the complexity of the comorbidity of 
chronic pain and PTSD and sparked 
an interest in some readers to pursue 
gaining knowledge on this to the fu-
ture benefit of patients. We encour-
age clinicians to always have the co-
morbidity of pain and PTSD in mind 
when seeing patients with either 
chronic pain or PTSD, and to be 
aware of symptom overlap when 
screening for possible PTSD in 
chronic pain. Finally, being aware of 
the nature of the traumatic event is 
important for treatment planning. If 
pain and PTSD is due to the same 
traumatic event, it may be relevant to 
consider an integrated or parallel 
treatment, while complex PTSD due 
to interpersonal trauma or events dat-
ing years back in time may require 
specific trauma-focused intervention 
in its own.   

Dr Ravn is assistant professor in a 
combined position at Department of 
Psychology, University of Southern 
Denmark, and at Specialized Hospital 
for Polio and Accident Victims. Dr 
Andersen is associate professor at 

Department of Psychology, University 
of Southern Denmark.
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Table 4. Screening Tools for PTSD and Pain Symptoms

PTSD Symptoms Version Items

PTSD Checklist for DSM-5 (PCL-5) PCL-5
PCL-5-8
PCL-5-4

20
8
4

PTSD-8 PTSD-8 8

Pain Symptoms and Problems Version Items

Pain Catastrophizing Scale (PCS) PCS 13

Örebro Musculoskeletal Pain Screening 
Questionnaire—Short (includes questions on 
pain experience, disability, depressive 
symptoms, and fear avoidance beliefs)

ÖMSP-Short 10

Pain Self Efficacy Scale PSES 10

Table 3. PTSD Screening Tools 

Acronym Full Name Website

PCL-5 PTSD checklist www.ptsd.va.gov/professional/assessment/adult-sr/ptsd-checklist.asp#obtain

CAP-5 Clinician-administered PTSD scale www.ptsd.va.gov/professional/assessment/adult-int/caps.asp

PTSD-8 Short PTSD inventory www.ncbi.nlm.nih.gov/pmc/articles/PMC3023946/
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Pain has a substantial impact on sleep, and insuffi-
cient restful sleep can increase pain susceptibility. 
Brief bouts of pain—such as pain due to a traumat-

ic injury or a short-lived medical issue—can cause al-
most immediate adverse effects on daytime functioning 
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and alertness, manifesting the day following a night 
of inadequate sleep. Chronic pain can lead to pro-
longed sleep deprivation that can have physical, 
emotional, and behavioral complications. For exam-
ple, the rheumatologic literature has long been noted 
an association between chronic musculoskeletal 
pain, sleep disruption, and depression.1 More recent 

research attempts to elucidate the contributing fac-
tors and address treatment planning. 

Restorative sleep is a benefit of effective pain 
management. A pain management strategy may 
also require dedicated attention to sleep quality 
and sleep quantity. Evaluation of sleep distur-
bances in the context of chronic pain requires a 
comprehensive assessment of subjective symp-
toms and objective tests, such as sleep question-
naires and an overnight polysomnogram. Treat-
ment of sleep issues caused by chronic pain is 
individualized and multifaceted and must take the 
chronic pain condition, the specific sleep distur-
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bance, and the psychiatric sequalae into account. 

Chronic pain 
It is estimated that between 50% to 80% of those 
with chronic pain experience sleep disruption. For 
example, a study revealed 53% of participants with 
chronic pain met criteria for insomnia, compared to 
3% of the pain-free controls.2 There is also a poten-
tial a dose-response link between pain intensity and 
its impact on sleep.

Insomnia is the most commonly noted sleep disor-
der associated with chronic pain. A large meta-analysis 
found the 3 most common included insomnia (preva-

lence of 72%), restless leg syndrome (32%), and ob-
structive sleep apnea (32%).3 Interestingly, these disor-
ders added up to greater than 100%, underscoring that 
chronic pain can be associated with more than 1 type of 
sleep disturbance at a time.  

How pain impacts sleep 
There are several mechanisms by which pain inter-
feres with sleep. Pain is an obvious distraction that 
makes it hard to fall asleep and can lead to waking 
up, especially as medication wears off. However, 
pain also interferes with the physiology of sleep. 
There is a variability in chronic pain diagnoses, and 
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the distinctive types of pain syndromes affect sleep dif-
ferently. Furthermore, the impact of chronic pain on 
sleep appears to be multidimensional. Research into 
various pain syndromes and their physiological impact 
on sleep provide a range of insights into the ways that 
pain interferes with sleep. 

For example, acute post-surgical pain also has quan-
tifiable effects on sleep, including a measurable decrease 
of time spent in the rapid eye movement phase (REM) of 
sleep. Changes are noted not only after general anesthe-
sia, but also after regional anesthesia.4 This suggests that 
the pain itself (rather than the general anesthetic wearing 
off) is at least a contributing factor to post-operative 
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pain-associated sleep disturbances.
Fibromyalgia is frequently associated with sleep dis-

turbances.1 Patients with fibromyalgia have reduced 
short-wave sleep and abnormal α-rhythms, with epi-
sodes of wakefulness during non-REM sleep.5 Daytime 
fatigue and non-restorative sleep are common com-
plaints; these polysomnogram findings are consistent 
with inadequate sleep quality, even when patients might 
seem to have slept for an adequate number of hours. 

Neuropathic pain is also associated with sleep dis-
turbances, and there is a strong bidirectional relation-
ship between sleep disturbances and neuropathic 
features of pain.6 

Falls 
SECUADO may cause somnolence, postural hypotension, motor and sensory instability, which may 
lead to falls and, consequently, fractures or other injuries. For patients with diseases, conditions, 
or medications that could exacerbate these effects, complete fall risk assessments when initiating 
antipsychotic treatment and recurrently for patients on long-term antipsychotic therapy. 

Leukopenia, Neutropenia, and Agranulocytosis 
In clinical trials and/or postmarketing experience, events of leukopenia and neutropenia have been 
reported temporally related to antipsychotic agents, including asenapine. Agranulocytosis (including 
fatal cases) has also been reported with other agents in the class. Possible risk factors for leukopenia/
neutropenia include pre-existing low white blood cell count (WBC) or absolute neutrophil count (ANC) 
and history of drug-induced leukopenia/neutropenia. In patients with pre-existing low WBC or ANC or 
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 SECUADO at the 
first sign of a clinically 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 SECUADO in patients with severe 
neutropenia (absolute neutrophil count <1000/mm3) and follow their WBC until recovery. 

QT Prolongation 
The effects of sublingual asenapine on the QT/QTc interval were evaluated in a dedicated adult 
QT study. This trial involved sublingual asenapine doses of 5 mg, 10 mg, 15 mg, and 20 mg twice 
daily, and placebo, and was conducted in 151 clinically stable patients with schizophrenia, with 
electrocardiographic assessments throughout the dosing interval at baseline and steady-state. At 
these doses, sublingual asenapine was associated with increases in QTc interval ranging from 2 to 5 
msec compared to placebo. No patients treated with sublingual asenapine experienced QTc increases 
≥60 msec from baseline measurements, nor did any patient experience a QTc of ≥500 msec. In 
the placebo-controlled trial, there were no reports of QT prolongations exceeding 500 msec for 
SECUADO and placebo. There were no reports of Torsades de Pointes or any other adverse reactions 
associated with delayed ventricular repolarization with sublingual asenapine or with SECUADO. The 
use of SECUADO should be avoided in combination with other drugs known to prolong QTc including 
Class 1A antiarrhythmics (e.g., quinidine, procainamide) or Class 3 antiarrhythmics (e.g., amiodarone, 
sotalol), antipsychotic medications (e.g., ziprasidone, chlorpromazine, thioridazine), and antibiotics 
(e.g., gatifloxacin, moxifloxacin). SECUADO should also be avoided in patients with a history of cardiac 
arrhythmias and in other circumstances that may increase the risk of the occurrence of torsade de 
pointes and/or sudden death in association with the use of drugs that prolong the QTc interval, 
including bradycardia; hypokalemia or hypomagnesemia; and presence of congenital prolongation 
of the QT interval. 

Hyperprolactinemia 
Like other drugs that antagonize dopamine D2 receptors, SECUADO can elevate prolactin levels, and 
the elevation can persist during chronic administration. Galactorrhea, amenorrhea, gynecomastia, and 
impotence have been reported in patients receiving prolactin-elevating compounds. Long-standing 
hyperprolactinemia when associated with hypogonadism may lead to decreased bone density in 
both female and male subjects. In the SECUADO placebo-controlled trial, galactorrhea, amenorrhea, 
gynecomastia and impotence were not reported for patients treated with SECUADO or placebo. 
In sublingual asenapine adult pre-marketing clinical trials, the incidences of adverse events related to 
abnormal prolactin levels were 0.4% versus 0% for placebo. Tissue culture experiments indicate that 
approximately one-third of human breast cancers are prolactin-dependent in vitro, a factor of potential 
importance if the prescription of these drugs is considered in a patient with previously-detected breast 
cancer. Neither clinical studies nor epidemiologic studies conducted to date have shown an association 
between chronic administration of this class of drugs and tumorigenesis in humans, but the available 
evidence is too limited to be conclusive. 

Seizures 
In the SECUADO placebo-controlled trial, there were no reports of seizures in adult patients treated with 
doses of 3.8 mg/24 hours and 7.6 mg/24 hours of SECUADO. During adult pre-marketing clinical trials 
with sublingual asenapine, including long-term trials without comparison to placebo, seizures were 
reported in 0.3% (5/1953) of patients treated with sublingual asenapine. As with other antipsychotic 
drugs, SECUADO should be used with caution in patients with a history of seizures or with conditions 
that potentially lower the seizure threshold. Conditions that lower the seizure threshold may be more 
prevalent in patients 65 years or older. 

Potential for Cognitive and Motor Impairment  
SECUADO, like other antipsychotics, has the potential to impair judgment, thinking or motor skills. 
Patients should be cautioned about operating hazardous machinery, including motor vehicles, until 
they are reasonably certain that SECUADO therapy does not affect them adversely. Somnolence 
was reported in patients treated with SECUADO. In the short-term, fixed-dose, placebo-controlled 
schizophrenia adult trial, somnolence was reported in 4.4% (9/204) of patients on SECUADO 3.8 mg/24 
hours and in 3.4% (7/204) of patients on SECUADO 7.6 mg/24 hours compared to 1.5% (3/206) of placebo 
patients. There were no reports of somnolence that led to discontinuation in the placebo-controlled 
trial. During adult pre-marketing clinical trials with sublingual asenapine, including long-term trials 
without comparison to placebo, somnolence was reported in 18% (358/1953) of patients treated with 
sublingual asenapine. 

Body Temperature Regulation 
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 SECUADO with caution in patients who may 
experience these conditions. 

Dysphagia 
Esophageal dysmotility and aspiration have been associated with antipsychotic drug use. There 
were no reports of dysphagia with SECUADO; however, dysphagia has been reported with sublingual 
asenapine. SECUADO and other antipsychotic drugs should be used cautiously in patients at risk for 
aspiration. 

External Heat 
When heat is applied to SECUADO after application, both the rate and extent of absorption are 
increased. After application of a heating pad, asenapine exposure (partial AUC0-8) was about 3.9 times 
greater than without heating pad application. Advise patients to avoid exposing SECUADO to direct 
external heat sources such as hair dryers, heating pads, electric blankets, heated water beds, etc., while 
wearing SECUADO. 

Application Site Reactions 
Local skin reactions, such as irritation, were reported with SECUADO. During wear time or immediately 
after removal of SECUADO, the skin at the site of application may develop erythema, pruritus, papules, 

discomfort, pain, edema, or irritation. In the short-term, fixed-dose, placebo-controlled schizophrenia 
adult trial, application site reactions were reported in 15.2% (31/204) of patients on SECUADO 3.8 mg/24 
hours and in 13.7% (28/204) of patients on SECUADO 7.6 mg/24 hours compared to 3.9% (8/206) of 
placebo patients. The most common application site reaction was erythema, which was reported in 
9.3% (19/204) of patients on SECUADO 3.8 mg/24 hours and in 9.8% (20/204) of patients on SECUADO 7.6 
mg/24 hours compared to 1.5% (3/206) of placebo patients. Another common application site reaction 
was pruritus, which was reported in 4.9% (10/204) of patients on SECUADO 3.8 mg/24 hours and in 
3.9% (8/204) of patients on SECUADO 7.6 mg/24 hours compared to 1.9% (4/206) of placebo patients. 
One patient developed application site discoloration (hyperpigmentation) at multiple application 
sites that persisted for at least several weeks after discontinuing SECUADO treatment. Application site 
reactions occurred more frequently in Black or African American patients compared to Caucasians. 
Inform patients of these potential reactions and that increased skin irritation may occur with SECUADO 
if applied for a longer period than instructed or if the same application site is used repeatedly. Instruct 
patients to select a different application site each day to minimize skin reactions. 

ADVERSE REACTIONS 
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 SECUADO was evaluated in a total of 315 adult patients diagnosed with schizophrenia who 
were exposed to SECUADO for up to 6 weeks in a placebo-controlled trial. 
Adverse Reactions Leading to Discontinuation of Treatment 
A total of 4.9% (10/204) patients treated with SECUADO 3.8 mg/24 hours, 7.8% (16/204) patients 
treated with SECUADO 7.6 mg/24 hours, and 6.8% (14/206) patients on placebo discontinued due 
to adverse reactions in the placebo-controlled trial. The adverse reaction that most commonly 
led to discontinuation among SECUADO-treated patients in this trial was akathisia, which led to 
discontinuation in no (0/204) patients treated with SECUADO 3.8 mg/24 hours, 1.5% (3/204) patients 
treated with SECUADO 7.6 mg/24 hours, and 0.5% (1/206) patients on placebo. 
Commonly Observed Adverse Reactions 
The most common adverse reactions (≥5% and at least twice the rate of placebo) reported in adult 
patients with schizophrenia treated with SECUADO in the placebo-controlled trial were extrapyramidal 
disorder, application site reaction, and weight gain. 
Adverse Reactions Occurring at an Incidence of 2% or More in SECUADO-Treated Patients 
Adverse reactions associated with the use of SECUADO (incidence of ≥2%, rounded to the nearest 
percent, and SECUADO incidence greater than placebo) that occurred during the placebo-controlled trial 
are shown in Table 5. 

Table 5: Adverse Reactions in ≥ 2% of Patients in Any SECUADO Dose Group and Which Occurred at 
Greater Incidence Than in the Placebo Group in 6-Week Schizophrenia Trials

System Organ Class/ 
Preferred Term

Placebo 
N=206 (%)

SECUADO 3.8 mg/24 
hrs N=204 (%) 

SECUADO 7.6 mg/24 hrs 
N=204 (%)

Gastrointestinal Disorders

Constipation 4 5 4

Dyspepsia 1 1 3

Diarrhea 1 3 1

General Disorders

Application site reactions* 4 15 14

Investigations  

Blood glucose increased* 1 3 1

Weight increased 2 4 6

Hepatic enzyme 
increased* 0 2 2

Infections and Infestations

Nasopharyngitis 2 3 1

Upper respiratory tract 
infection 2 3 1

Metabolism and Nutrition 
Disorders

Increased appetite 0 3 1

Nervous System Disorders

Headache 6 9 9

Extrapyramidal 
symptoms* 2 8 13

Akathisia 2 4 4

Somnolence* 1 4 3

Dystonia 0 1 3

Vascular Disorders

Hypertension* 1 2 2

*The following terms were combined: Application site reactions includes application site dermatitis, 
discoloration, discomfort, dryness, edema, erythema, exfoliation, induration, irritation, pain, papules, pruritis, 
and reaction. Blood glucose increased includes blood glucose increased, blood insulin increased, glycosylated 
hemoglobin increased, hyperglycemia, Type 2 diabetes mellitus, diabetes mellitus, and hyperinsulinemia. 
Hepatic enzyme increased includes hepatic enzyme increased, alanine aminotransferase increased, aspartate 
aminotransferase increased, and gamma-glutamyltransferase increased. Extrapyramidal symptoms 
includes dyskinesia, dystonia, extrapyramidal disorder, parkinsonism, tardive dyskinesia, muscle spasm, and 
musculoskeletal stiffness. Somnolence includes somnolence, sedation, lethargy, and hypersomnia. Hypertension 
includes hypertension, blood pressure increased, diastolic hypertension, and hypertensive crisis. 
Dose-Related Adverse Reactions: In the placebo-controlled schizophrenia trial, the incidence of an 
extrapyramidal disorder and weight increased appear to be dose-related (see Table 5). 
Dystonia: 
Symptoms of dystonia, prolonged abnormal contractions of muscle 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. While these symptoms can occur at low doses, they occur more frequently and with greater severity 
with high potency and at higher doses of first generation antipsychotic drugs. An elevated risk of acute dystonia 
is observed in males and younger age groups. 
xtrapyramidal Symptoms: 
In the short-term, placebo-controlled schizophrenia adult trial, data were objectively collected on the Simpson 
Angus Rating Scale for extrapyramidal symptoms (EPS), the Barnes Akathisia Scale (for akathisia) and the 
Assessments of Involuntary Movement Scales (for dyskinesias). The mean change from baseline for the SECUADO 
3.8 mg/24 hours or 7.6 mg/24 hours treated group was similar to placebo in each of the rating scale scores. In 
the short-term, placebo-controlled schizophrenia adult trial, the incidence of reported extrapyramidal disorder 
events, excluding events related to akathisia, was 7.8% for patients treated with SECUADO 3.8 mg/24 hours, 
12.8% for patients treated with SECUADO 7.6 mg/24 hours SECUADO and 2.4% for placebo-treated patients; and 
the incidence of akathisia-related events was 3.9% for patients treated with SECUADO 3.8 mg/24 hours, 4.4% for 
patients treated with SECUADO 7.6 mg/24 hours and 2.4% for placebo-treated patients. 
Laboratory Test Abnormalities: 
Transaminases: Transient elevations in serum transaminases (primarily ALT) were more common in SECUADO-
treated patients. The mean increase in ALT levels for SECUADO-treated patients was 6.0 units/L and 3.8 units/L 
for the SECUADO 3.8 mg/24 hours and 7.6 mg/24 hours treated groups, respectively, compared to a decrease of 
1.1 units/L for placebo-treated patients. The proportion of patients with ALT elevations ≥3 times upper limit of 
normal (ULN) (at any time) was 1.6% and 3.1% for patients treated with SECUADO 3.8 mg/24 hours and 7.6 mg/24 
hours, respectively, and 0% for placebo-treated patients. 
In a 52-week, double-blind, comparator-controlled trial that included primarily adult patients with 
schizophrenia, the mean increase from baseline of ALT was 1.7 units/L for sublingual asenapine. 
Prolactin: The proportion of patients with prolactin elevations ≥4 times ULN (at Endpoint) were 0.0% and 1.3% 
for patients treated with SECUADO 3.8 mg/24 hours and 7.6 mg/24 hours, respectively, as compared to 2.4% for 
placebo-treated patients in the short-term placebo-controlled trial. 
In a long-term (52-week), double-blind, comparator-controlled adult trial that included primarily patients 
with schizophrenia, the mean decrease in prolactin from baseline for sublingual asenapine-treated patients 
was 26.9 ng/mL. 
Creatine Kinase (CK): The proportion of adult patients with CK elevations ≥3 times ULN at any time were 1.6% 
and 2.1% for patients treated with SECUADO 3.8 mg/24 hours and 7.6 mg/24 hours, respectively, as compared 
to 1.5% for placebo-treated patients in the short-term, placebo-controlled trial. The clinical relevance of this 
finding is unknown. 
Other Adverse Reactions Observed During the Premarketing Evaluation of SECUADO 
Other adverse reactions (<2% frequency) within the 6-week placebo-controlled trial in patients with 
schizophrenia are listed below. The reactions listed are those that could be of clinical importance, as well as 
reactions that are plausibly drug-related on pharmacologic or other grounds. Reactions that appear elsewhere 
in the SECUADO label are not included. 
Gastrointestinal disorders: vomiting, dry mouth 
General disorders and administration site conditions: asthenia 
Musculoskeletal and connective tissue disorders: myalgia 
Other Adverse Reactions Reported in Clinical Trials with Sublingual Asenapine 
Following is a list of MedDRA terms that reflect adverse reactions reported by patients treated with sublingual 
asenapine at multiple doses of ≥5 mg twice daily during any phase of a trial within the database of adult 
patients. The reactions listed are those that could be of clinical importance, as well as reactions that are plausibly 
drug-related on pharmacologic or other grounds. Reactions already listed for adult patients in other parts of 
this brief summary are not included. Reactions are further categorized by MedDRA system organ class and 
listed in order of decreasing frequency according to the following definitions: those occurring in at least 1/100 
patients (frequent) (only those not already listed in the tabulated results from placebo-controlled trials appear 
in this listing); those occurring in 1/100 to 1/1000 patients (infrequent); and those occurring in fewer than 1/1000 
patients (rare). 
Blood and lymphatic disorders: infrequent: anemia; rare: thrombocytopenia 
Cardiac disorders: infrequent: temporary bundle branch block 
Eye disorders: infrequent: accommodation disorder 
Gastrointestinal disorders: infrequent: swollen tongue 
General disorders: rare: idiosyncratic drug reaction 
Investigations: infrequent: hyponatremia 
Nervous system disorders: infrequent: dysarthria 
Postmarketing Experience 
Choking has been reported by patients, some of whom may have also experienced oropharyngeal muscular 
dysfunction.  
DRUG INTERACTIONS 
CLINICALLY IMPORTANT DRUG INTERACTIONS WITH SECUADO
Antihypertensive drugs (Examples: Diuretics, ACE Inhibitors, Angiotensin Receptor Blockers, and Beta-Blockers, 
Alpha-Blockers). Because of its α1-adrenergic antagonism with potential for inducing hypotension, SECUADO 
may enhance the effects of certain antihypertensive agents. Monitor blood pressure and adjust dosage of 
antihypertensive drug accordingly. Strong CYP1A2 Inhibitors (Examples: Fluvoxamine, ciprofloxacin, enoxacin). 
Asenapine is metabolized by CYP1A2. Concomitant use of SECUADO with a CYP1A2 inhibitor increases AUC and 
Cmax of asenapine. Consider dose reduction for SECUADO based on clinical response. CYP2D6 substrates and 
inhibitors (Example: Paroxetine): Asenapine may enhance the inhibitory effects of paroxetine on its own 
metabolism by CYP2D6. Concomitant use of SECUADO with paroxetine increases paroxetine AUC and Cmax. Reduce 
paroxetine dose by half when paroxetine is used in combination with SECUADO. 
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 SECUADO, during pregnancy. For more information contact the National Pregnancy 
Registry for Atypical Antipsychotics at 1-866-961-2388 or visit http://womensmentalhealth.org/clinical-
andresearch-programs/pregnancyregistry/. 
Risk Summary
 Neonates exposed to antipsychotic drugs during the third trimester of pregnancy are at risk for extrapyramidal 
and/or withdrawal symptoms. Studies have not been conducted with SECUADO in pregnant women. There 

are no available human data informing the drug-associated risk. The background risk of major birth defects 
and miscarriage for the indicated populations are unknown. However, the background risk in the U.S. general 
population of major birth defects is 2-4% and of miscarriage is 15- 20% of clinically recognized pregnancies.  
Clinical Considerations 
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. Some neonates 
recovered within hours or days without specific treatment; others required prolonged hospitalization. Monitor 
neonates for extrapyramidal and/or withdrawal symptoms and manage symptoms appropriately. 
Lactation 
Lactation studies have not been conducted to assess the presence of asenapine in human milk, the effects of 
asenapine on the breastfed infant, or the effects of asenapine on milk production. Asenapine is excreted in rat 
milk. The development and health benefits of breastfeeding should be considered along with the mother’s 
clinical need for SECUADO and any potential adverse effects on the breastfed infant from SECUADO or from the 
underlying maternal condition.  
Pediatric Use 
Safety and effectiveness of SECUADO in pediatric patients have not been established. 
Geriatric Use 
The SECUADO placebo-controlled trial for the treatment of schizophrenia did not include sufficient numbers of 
patients aged 65 and over to determine whether or not they respond differently than younger patients.  
Multiple factors that might increase the pharmacodynamic response to SECUADO, causing poorer tolerance 
or orthostasis, could be present in elderly patients, and these patients should be monitored carefully. Based 
on a pharmacokinetic study in elderly patients with sublingual asenapine, dosage adjustments are not 
recommended based on age alone. 
Elderly patients with dementia-related psychosis treated with SECUADO are at an increased risk of death 
compared to placebo. SECUADO is not approved for the treatment of patients with dementia-related psychosis. 
Renal Impairment 
No dosage adjustment for SECUADO is required on the basis of a patient’s renal function. The effect of renal 
function on the excretion of other metabolites and the effect of dialysis on the pharmacokinetics of asenapine 
has not been studied. 
Hepatic Impairment 
SECUADO is contraindicated in patients with severe hepatic impairment (Child-Pugh C) because asenapine 
exposure is 7-fold higher in subjects with severe hepatic impairment than the exposure observed in subjects 
with normal hepatic function. No dosage adjustment for SECUADO is required in patients with mild to moderate 
hepatic impairment (Child-Pugh A and B) because asenapine exposure is similar to that in subjects with normal 
hepatic function. 
OVERDOSAGE 
Human Experience: In the placebo-controlled trial in adults for SECUADO, there were no reports of accidental 
or intentional acute overdosage of SECUADO. In adult clinical studies involving more than 3350 patients and/or 
healthy subjects for sublingual asenapine, accidental or intentional acute overdosage of sublingual asenapine 
was identified in 3 patients. Among these few reported cases of overdose, the highest estimated ingestion of 
sublingual asenapine was 400 mg. Reported adverse reactions at the highest dosage included agitation and 
confusion. 
Management of Overdosage  There is no specific antidote to SECUADO. The possibility of multiple drug 
involvement should be considered. An electrocardiogram should be obtained and management of overdose 
should concentrate on supportive therapy, maintaining an adequate airway, oxygenation and ventilation, and 
management of symptoms. Consult a Certified Poison Control Center at 1 800-222-1222 for up to date information 
on the management of overdosage. Hypotension and circulatory collapse should be treated with appropriate 
measures, such as intravenous fluids and/or sympathomimetic agents (epinephrine and dopamine should not 
be used, since beta stimulation may worsen hypotension in the setting of SECUADO-induced alpha blockade). 
In case of severe extrapyramidal symptoms, anticholinergic medication should be administered. Close medical 
supervision and monitoring should continue until the patient recovers. 
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Falls: SECUADO may cause somnolence, postural hypotension and motor or sensory instability, which may lead to 
falls, and consequently, fractures or other injuries. For patients with diseases, conditions, or medications that could 
exacerbate these effects, complete fall risk assessments when initiating antipsychotic treatment and recurrently for 
patients on long-term antipsychotic therapy. 

Leukopenia, Neutropenia, and Agranulocytosis: Leukopenia, neutropenia, and agranulocytosis (including fatal 
cases) have been reported with antipsychotics, including asenapine. Monitor complete blood count in patients with 
pre-existing low white blood cell count (WBC) or absolute neutrophil count or history of drug-induced leukopenia 
or neutropenia. Discontinue SECUADO at the first sign of a clinically significant decline in WBC and in severely 
neutropenic patients.

QT Prolongation: Sublingual asenapine was associated with increases in QTc interval from 2 to 5 msec versus 
placebo. There were no reports of QT prolongation exceeding 500 msec for SECUADO and placebo. The use of 
SECUADO should be avoided in patients with a history of cardiac arrhythmias and in circumstances that may 
increase the risk of the occurrence of torsade de pointes and/or sudden death in association with the use of drugs 
that prolong the QTc interval.

Hyperprolactinemia: SECUADO can elevate prolactin levels and the elevation can persist during chronic 
administration. Long-standing hyperprolactinemia when associated with hypogonadism may lead to decreased 
bone density in both female and male subjects

Seizures: Use SECUADO with caution in patients with a history of seizures or with conditions that lower the  
seizure threshold. 

Potential for Cognitive and Motor Impairment: Somnolence was reported in patients treated with SECUADO. 
Caution patients about operating hazardous machinery, including motor vehicles, until they are reasonably certain 
that SECUADO does not affect them adversely. 

Body Temperature Regulation: Use SECUADO with caution in patients who will experience conditions that increase 
body temperature (strenuous exercise, extreme heat, dehydration and concomitant anticholinergics).

Dysphagia: SECUADO should be used cautiously in patients at risk for aspiration. Esophageal dysmotility and 
aspiration have been associated with antipsychotic drug use. 

External Heat: Avoid direct external heat sources while wearing SECUADO.

Application Site Reactions: During wear time or immediately after removal of SECUADO, local skin irritation may 
occur. Instruct patients to select a different patch application site each day to limit the occurrence of skin irritation. 

Adverse Reactions: Commonly observed adverse reactions (incidence ≥5% and at least twice the rate of placebo) 
were extrapyramidal disorder, application site reaction and weight gain. 

Drug Interactions: Monitor blood pressure and adjust antihypertensive drugs when taken with SECUADO. Based 
on clinical response, SECUADO dose reduction may be necessary when used with strong CYP1A2 inhibitors 
(fluvoxamine). Reduce paroxetine (CYP2D6 substrate and inhibitor) dose by half when taken with SECUADO. 

Pregnancy: Studies have not been conducted with SECUADO in pregnant women. Advise patients to notify 
their healthcare provider of a known or suspected pregnancy. The National Pregnancy Registry for Atypical 
Antipsychotics monitors pregnancy outcomes in women exposed to antipsychotics, including SECUADO, during 
pregnancy. For information, contact 1-866-961-2388 or http://womensmentalhealth.org/clinical-and-research-
programs/pregnancyregistry/. 

To report suspected Adverse Reactions, contact Noven at 800-455-8070 or FDA at 800-FDA-1088 or 
www.fda.gov/medwatch.

Please see brief summary of full prescribing information on following pages.

Reference: 1. Secuado® (asenapine) transdermal system [prescribing information]. Miami, FL: Noven Therapeutics, 
LLC; October 2019.

SECUADO is a registered trademark of Hisamitsu Pharmaceutical Co., Inc.
© 2020 Noven Therapeutics, LLC. All rights reserved. 
For US audience only. 
SDO-2124-16  7/20

Treatment they can wear

IMPORTANT SAFETY INFORMATION, Continued SECUADO® (asenapine) transdermal system
BRIEF SUMMARY OF FULL PRESCRIBING INFORMATION. SEE PACKAGE INSERT FOR 
FULL PRESCRIBING INFORMATION 

WARNING: INCREASED MORTALITY IN ELDERY PATIENTS WITH DEMENTIA-RELATED PSYCHOSIS
See full prescribing information for complete boxed warning.
Eldery patients with dementia-realted psychosis treated with antipsychotic drugs are at an increased  
risk of death. SECUADO is not approved for the treatment of patients with dementia-related psychosis.

INDICATIONS AND USAGE 
SECUADO is an atypical antipsychotic indicated for the treatment of adults with schizophrenia. 

CONTRAINDICATIONS 
SECUADO is contraindicated in patients with: 
• Severe hepatic impairment (Child-Pugh C). 
•  A history of hypersensitivity reactions to asenapine or any components of the transdermal system. 

Reactions with asenapine have included anaphylaxis, angioedema, hypotension, tachycardia, swollen 
tongue, dyspnea, wheezing, and rash. 

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 seen 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 the placebo group. 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. SECUADO 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. SECUADO is not approved for the treatment of patients with dementia-related psychosis. 

Neuroleptic Malignant Syndrome 
A potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant Syndrome (NMS) has 
been reported in association with administration of antipsychotic drugs. Clinical manifestations of NMS are 
hyperpyrexia, muscle rigidity, altered mental status, and evidence of autonomic instability. Additional signs 
may include elevated creatine phosphokinase, myoglobinuria (rhabdomyolysis), and acute renal failure. If 
NMS is suspected, immediately discontinue SECUADO and provide intensive symptomatic treatment 
and monitoring. 

Tardive Dyskinesia 
Tardive dyskinesia, a syndrome of potentially irreversible, involuntary, dyskinetic movements may 
develop in patients treated with antipsychotic drugs, including SECUADO. The risk appears to be highest 
among the elderly, especially elderly women, but it is not possible to predict which patients are likely 
to develop the syndrome. Given these considerations, SECUADO should be prescribed in a manner that 
is 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 should be sought. Periodically reassess the need for 
continued treatment. If signs and symptoms of tardive dyskinesia appear in a patient on SECUADO, drug 
discontinuation should be considered. However, some patients may require treatment with SECUADO despite 
the presence of the syndrome.

Metabolic Changes 
Hyperglycemia and Diabetes Mellitus 
Hyperglycemia, in some cases extreme and associated with ketoacidosis or hyperosmolar coma or death, 
has been reported in patients treated with atypical antipsychotics. There have been reports of hyperglycemia 
in patients treated with sublingual asenapine. Assess fasting plasma glucose before or soon after initiation of 
antipsychotic medication, and monitor periodically during long-term treatment. 
Reports of hyperglycemia in patients treated with SECUADO were <1% in the placebo-controlled trial. Data 
from the placebo-controlled schizophrenia trial are presented in Table 1. 

Table 1: Changes in Fasting Glucose in Adult Patients in the 6-Week, Placebo-Controlled, Fixed Dose 
Schizophrenia Trial

N* = Number of patients who had assessments at both Baseline and Endpoint.

In the sublingual asenapine 52-week, double-blind, comparator-controlled trial that included primarily 
patients with schizophrenia, the mean increase from baseline of fasting glucose was 2.4 mg/dL. 
Dyslipidemia 
Atypical antipsychotics cause adverse alterations in lipids. Before or soon after initiation of antipsychotic 
medication, obtain a fasting lipid profile at baseline and monitor periodically during treatment. Data from 
the placebo-controlled schizophrenia trial presented in Table 2. 

Placebo
SECUADO

3.8 mg/24 hours 7.6 mg/24 hours

Mean Change from Baseline in Fasting Glucose at Endpoint 

Change from Baseline (mg/dL) (N*) 0.03  (174) 3.28 (174) 3.72 (172) 

Proportion of Patients with Shifts from Baseline to Endpoint 

Normal to  
High  <100 to ≥ 126 mg/dL (n/N*)

0% (0/198) 3.1 % (6/196) 3.0 % (6/199) 

Borderline to  
High ≥ 100 and <126 to ≥ 126 mg/dL (n/N*) 

2.0% (4/198) 1.0% (2/196) 1.0% (2/199)

N* = Number of subjects with data at Endpoint.

N* = Number of patients who had assessments at both Baseline and Endpoint. 

In the placebo-controlled schizophrenia trial with SECUADO, the proportion of patients with total 
cholesterol elevations ≥240 mg/dL (at Endpoint) was 10.7% for patients treated with SECUADO 3.8 mg/24 
hours and 13.6% for patients treated with SECUADO 7.6 mg/24 hours versus 10.2 % for placebo-treated 
patients. The proportion of patients with elevations in triglycerides ≥200 mg/dL (at Endpoint) was 17.8% 
for SECUADO 3.8 mg/24 hours and 12.4% for SECUADO 7.6 mg/24 hours treated patients versus 10.3% for 
placebo-treated patients. 

Weight Gain 
Weight gain has been observed with atypical antipsychotic use, including SECUADO. Monitor weight at 
baseline and frequently thereafter. Data on mean changes in body weight and the proportion of subjects 
meeting a weight gain criterion 
of ≥7% of body weight from the placebo-controlled schizophrenia trial are presented in Table 3. 

Table 3: Change in Body Weight in Adult Patients from Baseline in the 6-Week, Placebo-Controlled, Fixed 
Dose Schizophrenia Trial

In the sublingual asenapine 52-week, double-blind, comparator-controlled adult trial that included 
primarily patients with schizophrenia, the mean weight gain from baseline was 0.9 kg. The proportion of 
patients with a ≥7% increase in body weight (at Endpoint) was 14.7%. Table 4 provides the mean weight 
change from baseline and the proportion of patients with a weight gain of ≥7% categorized by Body Mass 
Index (BMI) at baseline.

Table 4: Weight Change Results Categorized by BMI at Baseline: Comparator-Controlled 52-Week Study 
with Sublingual Asenapine in Adults with Schizophrenia

Placebo

SECUADO

3.8 mg/24 
hours

7.6 mg/24 
hours

Mean Change from Baseline

Total Cholesterol (mg/dL) (N*) 0.7 (174) 5.1 (174) 4.5 (172) 

LDL (mg/dL) (N*) 1.6 (172) 1.4 (170) 4.2 (169)

HDL(mg/dL) (N*) -0.8 (174) 0.2 (174) -0.7 (172)

Fasting triglycerides (mg/dL) (N*) -2.6 (174) 17.3 (174) 6.7 (172)

Proportion of Patients with Shifts from Baseline to Endpoint (n/N*) 

Total Cholesterol 
Normal to High <200 to ≥ 240 mg/dL (n/N*)

1.0% (2/197) 2.6% (5/196) 1.0% (2/199)

LDL Normal to High <100 to ≥ 160 mg/dL (n/N*) 0.5% (1/195) 1.0% (2/194) 0% (0/197)

HDL Normal to Low ≥ 40 to <40 mg/dL (n/N*) 8.1% (16/197) 10.7% (21/196) 12.1% (24/199)

Fasting Triglycerides 
Normal to High <150 to ≥ 200 mg/dL (n/N*) 

1.1% (2/185) 7.0% (13/185) 3.2% (6/186)

Placebo
SECUADO

3.8 mg/24 hours 7.6 mg/24 hours

Mean Change from Baseline (kg) (N*) 0.62 (167) 2.10 (168) 2.02 (164) 

Proportion of Patients with a ≥7% Increase in Body Weight

% with ≥7% increase in body  
weight (n/N*)

3.9% (8/203) 18.3% (37/202) 14.3% (29/203)

BMI <23 Sublingual 
Asenapine N=295

BMI 23 - ≤27 
Sublingual Asenapine 

N=290

BMI >27 Sublingual 
Asenapine N=302 

Mean change from Baseline (kg) 1.7 1 0

% with ≥7% increase in 
body weight 

22% 13% 9%

Table 2: Changes in Lipids in Adult Patients in the 6-Week, Placebo-Controlled, Fixed Dose 
Schizophrenia Trial

Hypersensitivity Reactions 
Hypersensitivity reactions have been observed in patients treated with asenapine, including SECUADO. 
In several cases, these reactions occurred after the first dose. These hypersensitivity reactions included: 
anaphylaxis, angioedema, hypotension, tachycardia, swollen tongue, dyspnea, wheezing and rash. 

Orthostatic Hypotension, Syncope, and Other Hemoodynamic Effects 
Atypical antipsychotics cause orthostatic hypotension and syncope. Generally, the risk is greatest during 
initial dose titration and when increasing the dose. In the placebo-controlled trial, orthostatic hypotension 
was reported in 1.5% (3/204) of patients treated with SECUADO 3.8 mg/24 hours and 0% (0/204) of 
patients treated with SECUADO 7.6 mg/24 hours, compared to <1% (1/206) of patients treated with placebo. 
There were no reports of syncope for both doses of SECUADO in the placebo-controlled trial. During adult 
pre-marketing clinical trials with sublingual asenapine, including long-term trials without comparison to 
placebo, syncope was reported in 0.6% (11/1953) of patients treated with sublingual asenapine. Orthostatic 
vital signs should be monitored in patients who are vulnerable to hypotension (elderly patients, patients 
with dehydration, hypovolemia, concomitant treatment with antihypertensive medications), patients with 
known cardiovascular disease (history of myocardial infarction or ischemic heart disease, heart failure, or 
conduction abnormalities), and patients with cerebrovascular disease. SECUADO should be used cautiously 
when treating patients who receive treatment with other drugs that can induce hypotension, bradycardia, 
respiratory or central nervous system depression. Monitoring of orthostatic vital signs should be considered 
in all such patients, and a dose reduction should be considered if hypotension occurs.

Sleep disturbances are common among patients 
who have chronic, recurrent headaches. Common 
headache types, including tension headaches and 
migraines, are associated with sleep disturbances.7 

As with fibromyalgia, the amount of time spent 
sleeping is not necessarily diminished in these pa-
tients. Instead, it is the restorative effects of sleep 
that are impacted by chronic headache pain. The 
features of sleep disturbances can also vary with 
different types of headaches.7

Sleep deprivation and pain 
Sleep disturbance also can affect a person’s re-

sponse to pain. As sleep stages are compromised, 
daytime pain increases through a process of hyper-
algesia, in which lower pain stimuli result in high-
er pain perception and greater pain-associated im-
pairment than would be expected otherwise.8

Research in patients with fibromyalgia found 
sleep deprivation impairs pain-inhibition path-
ways that normally help control pain.5 Studies also 
suggest that sleep deprivation can lead to systemic 
inflammation that can amplify pain.2 However, 
evidence does not suggest that sleep deprivation 
can independently cause pain; rather, sleep depri-
vation may amplify the perception of pain that is 
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already occurring as a result of underlying causes. 
It is important to note that, while there is a strong 

association between sleep disorders and chronic pain 
and mood disorders, it is very difficult to determine 
which of these has a stronger impact on the others.3 

Psychiatric consequences
There is a strong relationship between chronic 
pain that is associated with sleep disturbances and 
subsequent diagnoses of depression and anxiety.2 
Other psychiatric issues (eg, delusions, hallucina-
tions, or mania) are not commonly noted with 
pain-induced sleep disturbances. 

Studies looking at neuropathic pain suggest that 
inflammation may be associated with psychiatric 
changes and behavioral alterations.6 However, ex-
perts are not completely sure whether there may be 
other contributory factors, and future research on the 
etiology of psychiatric disturbances in pain-induced 
sleep disturbances may answer the currently unan-
swered questions about these complex relationships. 

Regardless of the exact molecular cause, psy-
chiatric diagnoses of anxiety or depression can 
cause severe patient distress and may also lead to 
behavioral changes. These issues must be ad-
dressed so patients can have access to symptom 

Falls 
SECUADO may cause somnolence, postural hypotension, motor and sensory instability, which may 
lead to falls and, consequently, fractures or other injuries. For patients with diseases, conditions, 
or medications that could exacerbate these effects, complete fall risk assessments when initiating 
antipsychotic treatment and recurrently for patients on long-term antipsychotic therapy. 

Leukopenia, Neutropenia, and Agranulocytosis 
In clinical trials and/or postmarketing experience, events of leukopenia and neutropenia have been 
reported temporally related to antipsychotic agents, including asenapine. Agranulocytosis (including 
fatal cases) has also been reported with other agents in the class. Possible risk factors for leukopenia/
neutropenia include pre-existing low white blood cell count (WBC) or absolute neutrophil count (ANC) 
and history of drug-induced leukopenia/neutropenia. In patients with pre-existing low WBC or ANC or 
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 SECUADO at the 
first sign of a clinically 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 SECUADO in patients with severe 
neutropenia (absolute neutrophil count <1000/mm3) and follow their WBC until recovery. 

QT Prolongation 
The effects of sublingual asenapine on the QT/QTc interval were evaluated in a dedicated adult 
QT study. This trial involved sublingual asenapine doses of 5 mg, 10 mg, 15 mg, and 20 mg twice 
daily, and placebo, and was conducted in 151 clinically stable patients with schizophrenia, with 
electrocardiographic assessments throughout the dosing interval at baseline and steady-state. At 
these doses, sublingual asenapine was associated with increases in QTc interval ranging from 2 to 5 
msec compared to placebo. No patients treated with sublingual asenapine experienced QTc increases 
≥60 msec from baseline measurements, nor did any patient experience a QTc of ≥500 msec. In 
the placebo-controlled trial, there were no reports of QT prolongations exceeding 500 msec for 
SECUADO and placebo. There were no reports of Torsades de Pointes or any other adverse reactions 
associated with delayed ventricular repolarization with sublingual asenapine or with SECUADO. The 
use of SECUADO should be avoided in combination with other drugs known to prolong QTc including 
Class 1A antiarrhythmics (e.g., quinidine, procainamide) or Class 3 antiarrhythmics (e.g., amiodarone, 
sotalol), antipsychotic medications (e.g., ziprasidone, chlorpromazine, thioridazine), and antibiotics 
(e.g., gatifloxacin, moxifloxacin). SECUADO should also be avoided in patients with a history of cardiac 
arrhythmias and in other circumstances that may increase the risk of the occurrence of torsade de 
pointes and/or sudden death in association with the use of drugs that prolong the QTc interval, 
including bradycardia; hypokalemia or hypomagnesemia; and presence of congenital prolongation 
of the QT interval. 

Hyperprolactinemia 
Like other drugs that antagonize dopamine D2 receptors, SECUADO can elevate prolactin levels, and 
the elevation can persist during chronic administration. Galactorrhea, amenorrhea, gynecomastia, and 
impotence have been reported in patients receiving prolactin-elevating compounds. Long-standing 
hyperprolactinemia when associated with hypogonadism may lead to decreased bone density in 
both female and male subjects. In the SECUADO placebo-controlled trial, galactorrhea, amenorrhea, 
gynecomastia and impotence were not reported for patients treated with SECUADO or placebo. 
In sublingual asenapine adult pre-marketing clinical trials, the incidences of adverse events related to 
abnormal prolactin levels were 0.4% versus 0% for placebo. Tissue culture experiments indicate that 
approximately one-third of human breast cancers are prolactin-dependent in vitro, a factor of potential 
importance if the prescription of these drugs is considered in a patient with previously-detected breast 
cancer. Neither clinical studies nor epidemiologic studies conducted to date have shown an association 
between chronic administration of this class of drugs and tumorigenesis in humans, but the available 
evidence is too limited to be conclusive. 

Seizures 
In the SECUADO placebo-controlled trial, there were no reports of seizures in adult patients treated with 
doses of 3.8 mg/24 hours and 7.6 mg/24 hours of SECUADO. During adult pre-marketing clinical trials 
with sublingual asenapine, including long-term trials without comparison to placebo, seizures were 
reported in 0.3% (5/1953) of patients treated with sublingual asenapine. As with other antipsychotic 
drugs, SECUADO should be used with caution in patients with a history of seizures or with conditions 
that potentially lower the seizure threshold. Conditions that lower the seizure threshold may be more 
prevalent in patients 65 years or older. 

Potential for Cognitive and Motor Impairment  
SECUADO, like other antipsychotics, has the potential to impair judgment, thinking or motor skills. 
Patients should be cautioned about operating hazardous machinery, including motor vehicles, until 
they are reasonably certain that SECUADO therapy does not affect them adversely. Somnolence 
was reported in patients treated with SECUADO. In the short-term, fixed-dose, placebo-controlled 
schizophrenia adult trial, somnolence was reported in 4.4% (9/204) of patients on SECUADO 3.8 mg/24 
hours and in 3.4% (7/204) of patients on SECUADO 7.6 mg/24 hours compared to 1.5% (3/206) of placebo 
patients. There were no reports of somnolence that led to discontinuation in the placebo-controlled 
trial. During adult pre-marketing clinical trials with sublingual asenapine, including long-term trials 
without comparison to placebo, somnolence was reported in 18% (358/1953) of patients treated with 
sublingual asenapine. 

Body Temperature Regulation 
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 SECUADO with caution in patients who may 
experience these conditions. 

Dysphagia 
Esophageal dysmotility and aspiration have been associated with antipsychotic drug use. There 
were no reports of dysphagia with SECUADO; however, dysphagia has been reported with sublingual 
asenapine. SECUADO and other antipsychotic drugs should be used cautiously in patients at risk for 
aspiration. 

External Heat 
When heat is applied to SECUADO after application, both the rate and extent of absorption are 
increased. After application of a heating pad, asenapine exposure (partial AUC0-8) was about 3.9 times 
greater than without heating pad application. Advise patients to avoid exposing SECUADO to direct 
external heat sources such as hair dryers, heating pads, electric blankets, heated water beds, etc., while 
wearing SECUADO. 

Application Site Reactions 
Local skin reactions, such as irritation, were reported with SECUADO. During wear time or immediately 
after removal of SECUADO, the skin at the site of application may develop erythema, pruritus, papules, 

discomfort, pain, edema, or irritation. In the short-term, fixed-dose, placebo-controlled schizophrenia 
adult trial, application site reactions were reported in 15.2% (31/204) of patients on SECUADO 3.8 mg/24 
hours and in 13.7% (28/204) of patients on SECUADO 7.6 mg/24 hours compared to 3.9% (8/206) of 
placebo patients. The most common application site reaction was erythema, which was reported in 
9.3% (19/204) of patients on SECUADO 3.8 mg/24 hours and in 9.8% (20/204) of patients on SECUADO 7.6 
mg/24 hours compared to 1.5% (3/206) of placebo patients. Another common application site reaction 
was pruritus, which was reported in 4.9% (10/204) of patients on SECUADO 3.8 mg/24 hours and in 
3.9% (8/204) of patients on SECUADO 7.6 mg/24 hours compared to 1.9% (4/206) of placebo patients. 
One patient developed application site discoloration (hyperpigmentation) at multiple application 
sites that persisted for at least several weeks after discontinuing SECUADO treatment. Application site 
reactions occurred more frequently in Black or African American patients compared to Caucasians. 
Inform patients of these potential reactions and that increased skin irritation may occur with SECUADO 
if applied for a longer period than instructed or if the same application site is used repeatedly. Instruct 
patients to select a different application site each day to minimize skin reactions. 

ADVERSE REACTIONS 
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 SECUADO was evaluated in a total of 315 adult patients diagnosed with schizophrenia who 
were exposed to SECUADO for up to 6 weeks in a placebo-controlled trial. 
Adverse Reactions Leading to Discontinuation of Treatment 
A total of 4.9% (10/204) patients treated with SECUADO 3.8 mg/24 hours, 7.8% (16/204) patients 
treated with SECUADO 7.6 mg/24 hours, and 6.8% (14/206) patients on placebo discontinued due 
to adverse reactions in the placebo-controlled trial. The adverse reaction that most commonly 
led to discontinuation among SECUADO-treated patients in this trial was akathisia, which led to 
discontinuation in no (0/204) patients treated with SECUADO 3.8 mg/24 hours, 1.5% (3/204) patients 
treated with SECUADO 7.6 mg/24 hours, and 0.5% (1/206) patients on placebo. 
Commonly Observed Adverse Reactions 
The most common adverse reactions (≥5% and at least twice the rate of placebo) reported in adult 
patients with schizophrenia treated with SECUADO in the placebo-controlled trial were extrapyramidal 
disorder, application site reaction, and weight gain. 
Adverse Reactions Occurring at an Incidence of 2% or More in SECUADO-Treated Patients 
Adverse reactions associated with the use of SECUADO (incidence of ≥2%, rounded to the nearest 
percent, and SECUADO incidence greater than placebo) that occurred during the placebo-controlled trial 
are shown in Table 5. 

Table 5: Adverse Reactions in ≥ 2% of Patients in Any SECUADO Dose Group and Which Occurred at 
Greater Incidence Than in the Placebo Group in 6-Week Schizophrenia Trials

System Organ Class/ 
Preferred Term

Placebo 
N=206 (%)

SECUADO 3.8 mg/24 
hrs N=204 (%) 

SECUADO 7.6 mg/24 hrs 
N=204 (%)

Gastrointestinal Disorders

Constipation 4 5 4

Dyspepsia 1 1 3

Diarrhea 1 3 1

General Disorders

Application site reactions* 4 15 14

Investigations  

Blood glucose increased* 1 3 1

Weight increased 2 4 6

Hepatic enzyme 
increased* 0 2 2

Infections and Infestations

Nasopharyngitis 2 3 1

Upper respiratory tract 
infection 2 3 1

Metabolism and Nutrition 
Disorders

Increased appetite 0 3 1

Nervous System Disorders

Headache 6 9 9

Extrapyramidal 
symptoms* 2 8 13

Akathisia 2 4 4

Somnolence* 1 4 3

Dystonia 0 1 3

Vascular Disorders

Hypertension* 1 2 2

*The following terms were combined: Application site reactions includes application site dermatitis, 
discoloration, discomfort, dryness, edema, erythema, exfoliation, induration, irritation, pain, papules, pruritis, 
and reaction. Blood glucose increased includes blood glucose increased, blood insulin increased, glycosylated 
hemoglobin increased, hyperglycemia, Type 2 diabetes mellitus, diabetes mellitus, and hyperinsulinemia. 
Hepatic enzyme increased includes hepatic enzyme increased, alanine aminotransferase increased, aspartate 
aminotransferase increased, and gamma-glutamyltransferase increased. Extrapyramidal symptoms 
includes dyskinesia, dystonia, extrapyramidal disorder, parkinsonism, tardive dyskinesia, muscle spasm, and 
musculoskeletal stiffness. Somnolence includes somnolence, sedation, lethargy, and hypersomnia. Hypertension 
includes hypertension, blood pressure increased, diastolic hypertension, and hypertensive crisis. 
Dose-Related Adverse Reactions: In the placebo-controlled schizophrenia trial, the incidence of an 
extrapyramidal disorder and weight increased appear to be dose-related (see Table 5). 
Dystonia: 
Symptoms of dystonia, prolonged abnormal contractions of muscle 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. While these symptoms can occur at low doses, they occur more frequently and with greater severity 
with high potency and at higher doses of first generation antipsychotic drugs. An elevated risk of acute dystonia 
is observed in males and younger age groups. 
xtrapyramidal Symptoms: 
In the short-term, placebo-controlled schizophrenia adult trial, data were objectively collected on the Simpson 
Angus Rating Scale for extrapyramidal symptoms (EPS), the Barnes Akathisia Scale (for akathisia) and the 
Assessments of Involuntary Movement Scales (for dyskinesias). The mean change from baseline for the SECUADO 
3.8 mg/24 hours or 7.6 mg/24 hours treated group was similar to placebo in each of the rating scale scores. In 
the short-term, placebo-controlled schizophrenia adult trial, the incidence of reported extrapyramidal disorder 
events, excluding events related to akathisia, was 7.8% for patients treated with SECUADO 3.8 mg/24 hours, 
12.8% for patients treated with SECUADO 7.6 mg/24 hours SECUADO and 2.4% for placebo-treated patients; and 
the incidence of akathisia-related events was 3.9% for patients treated with SECUADO 3.8 mg/24 hours, 4.4% for 
patients treated with SECUADO 7.6 mg/24 hours and 2.4% for placebo-treated patients. 
Laboratory Test Abnormalities: 
Transaminases: Transient elevations in serum transaminases (primarily ALT) were more common in SECUADO-
treated patients. The mean increase in ALT levels for SECUADO-treated patients was 6.0 units/L and 3.8 units/L 
for the SECUADO 3.8 mg/24 hours and 7.6 mg/24 hours treated groups, respectively, compared to a decrease of 
1.1 units/L for placebo-treated patients. The proportion of patients with ALT elevations ≥3 times upper limit of 
normal (ULN) (at any time) was 1.6% and 3.1% for patients treated with SECUADO 3.8 mg/24 hours and 7.6 mg/24 
hours, respectively, and 0% for placebo-treated patients. 
In a 52-week, double-blind, comparator-controlled trial that included primarily adult patients with 
schizophrenia, the mean increase from baseline of ALT was 1.7 units/L for sublingual asenapine. 
Prolactin: The proportion of patients with prolactin elevations ≥4 times ULN (at Endpoint) were 0.0% and 1.3% 
for patients treated with SECUADO 3.8 mg/24 hours and 7.6 mg/24 hours, respectively, as compared to 2.4% for 
placebo-treated patients in the short-term placebo-controlled trial. 
In a long-term (52-week), double-blind, comparator-controlled adult trial that included primarily patients 
with schizophrenia, the mean decrease in prolactin from baseline for sublingual asenapine-treated patients 
was 26.9 ng/mL. 
Creatine Kinase (CK): The proportion of adult patients with CK elevations ≥3 times ULN at any time were 1.6% 
and 2.1% for patients treated with SECUADO 3.8 mg/24 hours and 7.6 mg/24 hours, respectively, as compared 
to 1.5% for placebo-treated patients in the short-term, placebo-controlled trial. The clinical relevance of this 
finding is unknown. 
Other Adverse Reactions Observed During the Premarketing Evaluation of SECUADO 
Other adverse reactions (<2% frequency) within the 6-week placebo-controlled trial in patients with 
schizophrenia are listed below. The reactions listed are those that could be of clinical importance, as well as 
reactions that are plausibly drug-related on pharmacologic or other grounds. Reactions that appear elsewhere 
in the SECUADO label are not included. 
Gastrointestinal disorders: vomiting, dry mouth 
General disorders and administration site conditions: asthenia 
Musculoskeletal and connective tissue disorders: myalgia 
Other Adverse Reactions Reported in Clinical Trials with Sublingual Asenapine 
Following is a list of MedDRA terms that reflect adverse reactions reported by patients treated with sublingual 
asenapine at multiple doses of ≥5 mg twice daily during any phase of a trial within the database of adult 
patients. The reactions listed are those that could be of clinical importance, as well as reactions that are plausibly 
drug-related on pharmacologic or other grounds. Reactions already listed for adult patients in other parts of 
this brief summary are not included. Reactions are further categorized by MedDRA system organ class and 
listed in order of decreasing frequency according to the following definitions: those occurring in at least 1/100 
patients (frequent) (only those not already listed in the tabulated results from placebo-controlled trials appear 
in this listing); those occurring in 1/100 to 1/1000 patients (infrequent); and those occurring in fewer than 1/1000 
patients (rare). 
Blood and lymphatic disorders: infrequent: anemia; rare: thrombocytopenia 
Cardiac disorders: infrequent: temporary bundle branch block 
Eye disorders: infrequent: accommodation disorder 
Gastrointestinal disorders: infrequent: swollen tongue 
General disorders: rare: idiosyncratic drug reaction 
Investigations: infrequent: hyponatremia 
Nervous system disorders: infrequent: dysarthria 
Postmarketing Experience 
Choking has been reported by patients, some of whom may have also experienced oropharyngeal muscular 
dysfunction.  
DRUG INTERACTIONS 
CLINICALLY IMPORTANT DRUG INTERACTIONS WITH SECUADO
Antihypertensive drugs (Examples: Diuretics, ACE Inhibitors, Angiotensin Receptor Blockers, and Beta-Blockers, 
Alpha-Blockers). Because of its α1-adrenergic antagonism with potential for inducing hypotension, SECUADO 
may enhance the effects of certain antihypertensive agents. Monitor blood pressure and adjust dosage of 
antihypertensive drug accordingly. Strong CYP1A2 Inhibitors (Examples: Fluvoxamine, ciprofloxacin, enoxacin). 
Asenapine is metabolized by CYP1A2. Concomitant use of SECUADO with a CYP1A2 inhibitor increases AUC and 
Cmax of asenapine. Consider dose reduction for SECUADO based on clinical response. CYP2D6 substrates and 
inhibitors (Example: Paroxetine): Asenapine may enhance the inhibitory effects of paroxetine on its own 
metabolism by CYP2D6. Concomitant use of SECUADO with paroxetine increases paroxetine AUC and Cmax. Reduce 
paroxetine dose by half when paroxetine is used in combination with SECUADO. 
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 SECUADO, during pregnancy. For more information contact the National Pregnancy 
Registry for Atypical Antipsychotics at 1-866-961-2388 or visit http://womensmentalhealth.org/clinical-
andresearch-programs/pregnancyregistry/. 
Risk Summary
 Neonates exposed to antipsychotic drugs during the third trimester of pregnancy are at risk for extrapyramidal 
and/or withdrawal symptoms. Studies have not been conducted with SECUADO in pregnant women. There 

are no available human data informing the drug-associated risk. The background risk of major birth defects 
and miscarriage for the indicated populations are unknown. However, the background risk in the U.S. general 
population of major birth defects is 2-4% and of miscarriage is 15- 20% of clinically recognized pregnancies.  
Clinical Considerations 
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. Some neonates 
recovered within hours or days without specific treatment; others required prolonged hospitalization. Monitor 
neonates for extrapyramidal and/or withdrawal symptoms and manage symptoms appropriately. 
Lactation 
Lactation studies have not been conducted to assess the presence of asenapine in human milk, the effects of 
asenapine on the breastfed infant, or the effects of asenapine on milk production. Asenapine is excreted in rat 
milk. The development and health benefits of breastfeeding should be considered along with the mother’s 
clinical need for SECUADO and any potential adverse effects on the breastfed infant from SECUADO or from the 
underlying maternal condition.  
Pediatric Use 
Safety and effectiveness of SECUADO in pediatric patients have not been established. 
Geriatric Use 
The SECUADO placebo-controlled trial for the treatment of schizophrenia did not include sufficient numbers of 
patients aged 65 and over to determine whether or not they respond differently than younger patients.  
Multiple factors that might increase the pharmacodynamic response to SECUADO, causing poorer tolerance 
or orthostasis, could be present in elderly patients, and these patients should be monitored carefully. Based 
on a pharmacokinetic study in elderly patients with sublingual asenapine, dosage adjustments are not 
recommended based on age alone. 
Elderly patients with dementia-related psychosis treated with SECUADO are at an increased risk of death 
compared to placebo. SECUADO is not approved for the treatment of patients with dementia-related psychosis. 
Renal Impairment 
No dosage adjustment for SECUADO is required on the basis of a patient’s renal function. The effect of renal 
function on the excretion of other metabolites and the effect of dialysis on the pharmacokinetics of asenapine 
has not been studied. 
Hepatic Impairment 
SECUADO is contraindicated in patients with severe hepatic impairment (Child-Pugh C) because asenapine 
exposure is 7-fold higher in subjects with severe hepatic impairment than the exposure observed in subjects 
with normal hepatic function. No dosage adjustment for SECUADO is required in patients with mild to moderate 
hepatic impairment (Child-Pugh A and B) because asenapine exposure is similar to that in subjects with normal 
hepatic function. 
OVERDOSAGE 
Human Experience: In the placebo-controlled trial in adults for SECUADO, there were no reports of accidental 
or intentional acute overdosage of SECUADO. In adult clinical studies involving more than 3350 patients and/or 
healthy subjects for sublingual asenapine, accidental or intentional acute overdosage of sublingual asenapine 
was identified in 3 patients. Among these few reported cases of overdose, the highest estimated ingestion of 
sublingual asenapine was 400 mg. Reported adverse reactions at the highest dosage included agitation and 
confusion. 
Management of Overdosage  There is no specific antidote to SECUADO. The possibility of multiple drug 
involvement should be considered. An electrocardiogram should be obtained and management of overdose 
should concentrate on supportive therapy, maintaining an adequate airway, oxygenation and ventilation, and 
management of symptoms. Consult a Certified Poison Control Center at 1 800-222-1222 for up to date information 
on the management of overdosage. Hypotension and circulatory collapse should be treated with appropriate 
measures, such as intravenous fluids and/or sympathomimetic agents (epinephrine and dopamine should not 
be used, since beta stimulation may worsen hypotension in the setting of SECUADO-induced alpha blockade). 
In case of severe extrapyramidal symptoms, anticholinergic medication should be administered. Close medical 
supervision and monitoring should continue until the patient recovers. 

Please see full Prescribing Information. including BOXED WARNING at www.secuado.com

This brief summary is based on SECUADO Full Prescribing Information, issued October 2019. 
Manufactured by: Hisamitsu Pharmaceutical Co., Inc., Japan Saga Tosu © 2019, Hisamitsu Pharmaceutical Co., 
Inc. All rights reserved.  
Distributed by: Noven Therapeutics, LLC, Miami, Florida USA. 
SECUADO is a registered trademark of Hisamitsu Pharmaceutical Co., Inc.  
Based on [PI Part Number]  [Rev. Date]  SDO-1007-16 6/20    Issued:10/2019 

Falls: SECUADO may cause somnolence, postural hypotension and motor or sensory instability, which may lead to 
falls, and consequently, fractures or other injuries. For patients with diseases, conditions, or medications that could 
exacerbate these effects, complete fall risk assessments when initiating antipsychotic treatment and recurrently for 
patients on long-term antipsychotic therapy. 

Leukopenia, Neutropenia, and Agranulocytosis: Leukopenia, neutropenia, and agranulocytosis (including fatal 
cases) have been reported with antipsychotics, including asenapine. Monitor complete blood count in patients with 
pre-existing low white blood cell count (WBC) or absolute neutrophil count or history of drug-induced leukopenia 
or neutropenia. Discontinue SECUADO at the first sign of a clinically significant decline in WBC and in severely 
neutropenic patients.

QT Prolongation: Sublingual asenapine was associated with increases in QTc interval from 2 to 5 msec versus 
placebo. There were no reports of QT prolongation exceeding 500 msec for SECUADO and placebo. The use of 
SECUADO should be avoided in patients with a history of cardiac arrhythmias and in circumstances that may 
increase the risk of the occurrence of torsade de pointes and/or sudden death in association with the use of drugs 
that prolong the QTc interval.

Hyperprolactinemia: SECUADO can elevate prolactin levels and the elevation can persist during chronic 
administration. Long-standing hyperprolactinemia when associated with hypogonadism may lead to decreased 
bone density in both female and male subjects

Seizures: Use SECUADO with caution in patients with a history of seizures or with conditions that lower the  
seizure threshold. 

Potential for Cognitive and Motor Impairment: Somnolence was reported in patients treated with SECUADO. 
Caution patients about operating hazardous machinery, including motor vehicles, until they are reasonably certain 
that SECUADO does not affect them adversely. 

Body Temperature Regulation: Use SECUADO with caution in patients who will experience conditions that increase 
body temperature (strenuous exercise, extreme heat, dehydration and concomitant anticholinergics).

Dysphagia: SECUADO should be used cautiously in patients at risk for aspiration. Esophageal dysmotility and 
aspiration have been associated with antipsychotic drug use. 

External Heat: Avoid direct external heat sources while wearing SECUADO.

Application Site Reactions: During wear time or immediately after removal of SECUADO, local skin irritation may 
occur. Instruct patients to select a different patch application site each day to limit the occurrence of skin irritation. 

Adverse Reactions: Commonly observed adverse reactions (incidence ≥5% and at least twice the rate of placebo) 
were extrapyramidal disorder, application site reaction and weight gain. 

Drug Interactions: Monitor blood pressure and adjust antihypertensive drugs when taken with SECUADO. Based 
on clinical response, SECUADO dose reduction may be necessary when used with strong CYP1A2 inhibitors 
(fluvoxamine). Reduce paroxetine (CYP2D6 substrate and inhibitor) dose by half when taken with SECUADO. 

Pregnancy: Studies have not been conducted with SECUADO in pregnant women. Advise patients to notify 
their healthcare provider of a known or suspected pregnancy. The National Pregnancy Registry for Atypical 
Antipsychotics monitors pregnancy outcomes in women exposed to antipsychotics, including SECUADO, during 
pregnancy. For information, contact 1-866-961-2388 or http://womensmentalhealth.org/clinical-and-research-
programs/pregnancyregistry/. 

To report suspected Adverse Reactions, contact Noven at 800-455-8070 or FDA at 800-FDA-1088 or 
www.fda.gov/medwatch.

Please see brief summary of full prescribing information on following pages.

Reference: 1. Secuado® (asenapine) transdermal system [prescribing information]. Miami, FL: Noven Therapeutics, 
LLC; October 2019.

SECUADO is a registered trademark of Hisamitsu Pharmaceutical Co., Inc.
© 2020 Noven Therapeutics, LLC. All rights reserved. 
For US audience only. 
SDO-2124-16  7/20

Treatment they can wear

IMPORTANT SAFETY INFORMATION, Continued SECUADO® (asenapine) transdermal system
BRIEF SUMMARY OF FULL PRESCRIBING INFORMATION. SEE PACKAGE INSERT FOR 
FULL PRESCRIBING INFORMATION 

WARNING: INCREASED MORTALITY IN ELDERY PATIENTS WITH DEMENTIA-RELATED PSYCHOSIS
See full prescribing information for complete boxed warning.
Eldery patients with dementia-realted psychosis treated with antipsychotic drugs are at an increased  
risk of death. SECUADO is not approved for the treatment of patients with dementia-related psychosis.

INDICATIONS AND USAGE 
SECUADO is an atypical antipsychotic indicated for the treatment of adults with schizophrenia. 

CONTRAINDICATIONS 
SECUADO is contraindicated in patients with: 
• Severe hepatic impairment (Child-Pugh C). 
•  A history of hypersensitivity reactions to asenapine or any components of the transdermal system. 

Reactions with asenapine have included anaphylaxis, angioedema, hypotension, tachycardia, swollen 
tongue, dyspnea, wheezing, and rash. 

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 seen 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 the placebo group. 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. SECUADO 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. SECUADO is not approved for the treatment of patients with dementia-related psychosis. 

Neuroleptic Malignant Syndrome 
A potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant Syndrome (NMS) has 
been reported in association with administration of antipsychotic drugs. Clinical manifestations of NMS are 
hyperpyrexia, muscle rigidity, altered mental status, and evidence of autonomic instability. Additional signs 
may include elevated creatine phosphokinase, myoglobinuria (rhabdomyolysis), and acute renal failure. If 
NMS is suspected, immediately discontinue SECUADO and provide intensive symptomatic treatment 
and monitoring. 

Tardive Dyskinesia 
Tardive dyskinesia, a syndrome of potentially irreversible, involuntary, dyskinetic movements may 
develop in patients treated with antipsychotic drugs, including SECUADO. The risk appears to be highest 
among the elderly, especially elderly women, but it is not possible to predict which patients are likely 
to develop the syndrome. Given these considerations, SECUADO should be prescribed in a manner that 
is 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 should be sought. Periodically reassess the need for 
continued treatment. If signs and symptoms of tardive dyskinesia appear in a patient on SECUADO, drug 
discontinuation should be considered. However, some patients may require treatment with SECUADO despite 
the presence of the syndrome.

Metabolic Changes 
Hyperglycemia and Diabetes Mellitus 
Hyperglycemia, in some cases extreme and associated with ketoacidosis or hyperosmolar coma or death, 
has been reported in patients treated with atypical antipsychotics. There have been reports of hyperglycemia 
in patients treated with sublingual asenapine. Assess fasting plasma glucose before or soon after initiation of 
antipsychotic medication, and monitor periodically during long-term treatment. 
Reports of hyperglycemia in patients treated with SECUADO were <1% in the placebo-controlled trial. Data 
from the placebo-controlled schizophrenia trial are presented in Table 1. 

Table 1: Changes in Fasting Glucose in Adult Patients in the 6-Week, Placebo-Controlled, Fixed Dose 
Schizophrenia Trial

N* = Number of patients who had assessments at both Baseline and Endpoint.

In the sublingual asenapine 52-week, double-blind, comparator-controlled trial that included primarily 
patients with schizophrenia, the mean increase from baseline of fasting glucose was 2.4 mg/dL. 
Dyslipidemia 
Atypical antipsychotics cause adverse alterations in lipids. Before or soon after initiation of antipsychotic 
medication, obtain a fasting lipid profile at baseline and monitor periodically during treatment. Data from 
the placebo-controlled schizophrenia trial presented in Table 2. 

Placebo
SECUADO

3.8 mg/24 hours 7.6 mg/24 hours

Mean Change from Baseline in Fasting Glucose at Endpoint 

Change from Baseline (mg/dL) (N*) 0.03  (174) 3.28 (174) 3.72 (172) 

Proportion of Patients with Shifts from Baseline to Endpoint 

Normal to  
High  <100 to ≥ 126 mg/dL (n/N*)

0% (0/198) 3.1 % (6/196) 3.0 % (6/199) 

Borderline to  
High ≥ 100 and <126 to ≥ 126 mg/dL (n/N*) 

2.0% (4/198) 1.0% (2/196) 1.0% (2/199)

N* = Number of subjects with data at Endpoint.

N* = Number of patients who had assessments at both Baseline and Endpoint. 

In the placebo-controlled schizophrenia trial with SECUADO, the proportion of patients with total 
cholesterol elevations ≥240 mg/dL (at Endpoint) was 10.7% for patients treated with SECUADO 3.8 mg/24 
hours and 13.6% for patients treated with SECUADO 7.6 mg/24 hours versus 10.2 % for placebo-treated 
patients. The proportion of patients with elevations in triglycerides ≥200 mg/dL (at Endpoint) was 17.8% 
for SECUADO 3.8 mg/24 hours and 12.4% for SECUADO 7.6 mg/24 hours treated patients versus 10.3% for 
placebo-treated patients. 

Weight Gain 
Weight gain has been observed with atypical antipsychotic use, including SECUADO. Monitor weight at 
baseline and frequently thereafter. Data on mean changes in body weight and the proportion of subjects 
meeting a weight gain criterion 
of ≥7% of body weight from the placebo-controlled schizophrenia trial are presented in Table 3. 

Table 3: Change in Body Weight in Adult Patients from Baseline in the 6-Week, Placebo-Controlled, Fixed 
Dose Schizophrenia Trial

In the sublingual asenapine 52-week, double-blind, comparator-controlled adult trial that included 
primarily patients with schizophrenia, the mean weight gain from baseline was 0.9 kg. The proportion of 
patients with a ≥7% increase in body weight (at Endpoint) was 14.7%. Table 4 provides the mean weight 
change from baseline and the proportion of patients with a weight gain of ≥7% categorized by Body Mass 
Index (BMI) at baseline.

Table 4: Weight Change Results Categorized by BMI at Baseline: Comparator-Controlled 52-Week Study 
with Sublingual Asenapine in Adults with Schizophrenia

Placebo

SECUADO

3.8 mg/24 
hours

7.6 mg/24 
hours

Mean Change from Baseline

Total Cholesterol (mg/dL) (N*) 0.7 (174) 5.1 (174) 4.5 (172) 

LDL (mg/dL) (N*) 1.6 (172) 1.4 (170) 4.2 (169)

HDL(mg/dL) (N*) -0.8 (174) 0.2 (174) -0.7 (172)

Fasting triglycerides (mg/dL) (N*) -2.6 (174) 17.3 (174) 6.7 (172)

Proportion of Patients with Shifts from Baseline to Endpoint (n/N*) 

Total Cholesterol 
Normal to High <200 to ≥ 240 mg/dL (n/N*)

1.0% (2/197) 2.6% (5/196) 1.0% (2/199)

LDL Normal to High <100 to ≥ 160 mg/dL (n/N*) 0.5% (1/195) 1.0% (2/194) 0% (0/197)

HDL Normal to Low ≥ 40 to <40 mg/dL (n/N*) 8.1% (16/197) 10.7% (21/196) 12.1% (24/199)

Fasting Triglycerides 
Normal to High <150 to ≥ 200 mg/dL (n/N*) 

1.1% (2/185) 7.0% (13/185) 3.2% (6/186)

Placebo
SECUADO

3.8 mg/24 hours 7.6 mg/24 hours

Mean Change from Baseline (kg) (N*) 0.62 (167) 2.10 (168) 2.02 (164) 

Proportion of Patients with a ≥7% Increase in Body Weight

% with ≥7% increase in body  
weight (n/N*)

3.9% (8/203) 18.3% (37/202) 14.3% (29/203)

BMI <23 Sublingual 
Asenapine N=295

BMI 23 - ≤27 
Sublingual Asenapine 

N=290

BMI >27 Sublingual 
Asenapine N=302 

Mean change from Baseline (kg) 1.7 1 0

% with ≥7% increase in 
body weight 

22% 13% 9%

Table 2: Changes in Lipids in Adult Patients in the 6-Week, Placebo-Controlled, Fixed Dose 
Schizophrenia Trial

Hypersensitivity Reactions 
Hypersensitivity reactions have been observed in patients treated with asenapine, including SECUADO. 
In several cases, these reactions occurred after the first dose. These hypersensitivity reactions included: 
anaphylaxis, angioedema, hypotension, tachycardia, swollen tongue, dyspnea, wheezing and rash. 

Orthostatic Hypotension, Syncope, and Other Hemoodynamic Effects 
Atypical antipsychotics cause orthostatic hypotension and syncope. Generally, the risk is greatest during 
initial dose titration and when increasing the dose. In the placebo-controlled trial, orthostatic hypotension 
was reported in 1.5% (3/204) of patients treated with SECUADO 3.8 mg/24 hours and 0% (0/204) of 
patients treated with SECUADO 7.6 mg/24 hours, compared to <1% (1/206) of patients treated with placebo. 
There were no reports of syncope for both doses of SECUADO in the placebo-controlled trial. During adult 
pre-marketing clinical trials with sublingual asenapine, including long-term trials without comparison to 
placebo, syncope was reported in 0.6% (11/1953) of patients treated with sublingual asenapine. Orthostatic 
vital signs should be monitored in patients who are vulnerable to hypotension (elderly patients, patients 
with dehydration, hypovolemia, concomitant treatment with antihypertensive medications), patients with 
known cardiovascular disease (history of myocardial infarction or ischemic heart disease, heart failure, or 
conduction abnormalities), and patients with cerebrovascular disease. SECUADO should be used cautiously 
when treating patients who receive treatment with other drugs that can induce hypotension, bradycardia, 
respiratory or central nervous system depression. Monitoring of orthostatic vital signs should be considered 
in all such patients, and a dose reduction should be considered if hypotension occurs.

relief and an improved quality of life.

Assessment and treatment strategies 
Due to the bidirectional relationship between pain and 
sleep disturbances, experts recommend evaluating pa-
tients who have chronic pain for undiagnosed sleep dis-
orders.3 Sleep questionnaires include the Mini Sleep 
Questionnaire (MSQ), the Pittsburgh Sleep Quality In-
dex (PSQI), and the Epworth Sleepiness Scale. Objec-
tive measures include polysomnogram, Multiple Sleep 
Latency Test (MSLT), and Maintenance of Wakefulness 
Test (MWT). Screening tests for depression and anxiety 
are often necessary. The evaluation must include diag-
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nosis of the sequelae of pain and the pain syndrome. 
The treatment of pain has far-reaching effects be-

yond pain control. Yet, managing pain-related sleep 
disturbance is not based on pain management alone. 
Interventions directly aimed at treating sleep distur-
bance are associated with a better outcome than inter-
ventions aimed at only treating the pain.2 

There is little research (and no formal guidelines) on 
the optimal treatment of sleep disorders in patients with 
chronic pain. Research is emerging, however, and some 
experts recommend tailoring sleep care to the specific pa-
tient, rather than using a general approach when chronic 
pain is believed to be the cause of the sleep problem.9 

Falls 
SECUADO may cause somnolence, postural hypotension, motor and sensory instability, which may 
lead to falls and, consequently, fractures or other injuries. For patients with diseases, conditions, 
or medications that could exacerbate these effects, complete fall risk assessments when initiating 
antipsychotic treatment and recurrently for patients on long-term antipsychotic therapy. 

Leukopenia, Neutropenia, and Agranulocytosis 
In clinical trials and/or postmarketing experience, events of leukopenia and neutropenia have been 
reported temporally related to antipsychotic agents, including asenapine. Agranulocytosis (including 
fatal cases) has also been reported with other agents in the class. Possible risk factors for leukopenia/
neutropenia include pre-existing low white blood cell count (WBC) or absolute neutrophil count (ANC) 
and history of drug-induced leukopenia/neutropenia. In patients with pre-existing low WBC or ANC or 
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 SECUADO at the 
first sign of a clinically 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 SECUADO in patients with severe 
neutropenia (absolute neutrophil count <1000/mm3) and follow their WBC until recovery. 

QT Prolongation 
The effects of sublingual asenapine on the QT/QTc interval were evaluated in a dedicated adult 
QT study. This trial involved sublingual asenapine doses of 5 mg, 10 mg, 15 mg, and 20 mg twice 
daily, and placebo, and was conducted in 151 clinically stable patients with schizophrenia, with 
electrocardiographic assessments throughout the dosing interval at baseline and steady-state. At 
these doses, sublingual asenapine was associated with increases in QTc interval ranging from 2 to 5 
msec compared to placebo. No patients treated with sublingual asenapine experienced QTc increases 
≥60 msec from baseline measurements, nor did any patient experience a QTc of ≥500 msec. In 
the placebo-controlled trial, there were no reports of QT prolongations exceeding 500 msec for 
SECUADO and placebo. There were no reports of Torsades de Pointes or any other adverse reactions 
associated with delayed ventricular repolarization with sublingual asenapine or with SECUADO. The 
use of SECUADO should be avoided in combination with other drugs known to prolong QTc including 
Class 1A antiarrhythmics (e.g., quinidine, procainamide) or Class 3 antiarrhythmics (e.g., amiodarone, 
sotalol), antipsychotic medications (e.g., ziprasidone, chlorpromazine, thioridazine), and antibiotics 
(e.g., gatifloxacin, moxifloxacin). SECUADO should also be avoided in patients with a history of cardiac 
arrhythmias and in other circumstances that may increase the risk of the occurrence of torsade de 
pointes and/or sudden death in association with the use of drugs that prolong the QTc interval, 
including bradycardia; hypokalemia or hypomagnesemia; and presence of congenital prolongation 
of the QT interval. 

Hyperprolactinemia 
Like other drugs that antagonize dopamine D2 receptors, SECUADO can elevate prolactin levels, and 
the elevation can persist during chronic administration. Galactorrhea, amenorrhea, gynecomastia, and 
impotence have been reported in patients receiving prolactin-elevating compounds. Long-standing 
hyperprolactinemia when associated with hypogonadism may lead to decreased bone density in 
both female and male subjects. In the SECUADO placebo-controlled trial, galactorrhea, amenorrhea, 
gynecomastia and impotence were not reported for patients treated with SECUADO or placebo. 
In sublingual asenapine adult pre-marketing clinical trials, the incidences of adverse events related to 
abnormal prolactin levels were 0.4% versus 0% for placebo. Tissue culture experiments indicate that 
approximately one-third of human breast cancers are prolactin-dependent in vitro, a factor of potential 
importance if the prescription of these drugs is considered in a patient with previously-detected breast 
cancer. Neither clinical studies nor epidemiologic studies conducted to date have shown an association 
between chronic administration of this class of drugs and tumorigenesis in humans, but the available 
evidence is too limited to be conclusive. 

Seizures 
In the SECUADO placebo-controlled trial, there were no reports of seizures in adult patients treated with 
doses of 3.8 mg/24 hours and 7.6 mg/24 hours of SECUADO. During adult pre-marketing clinical trials 
with sublingual asenapine, including long-term trials without comparison to placebo, seizures were 
reported in 0.3% (5/1953) of patients treated with sublingual asenapine. As with other antipsychotic 
drugs, SECUADO should be used with caution in patients with a history of seizures or with conditions 
that potentially lower the seizure threshold. Conditions that lower the seizure threshold may be more 
prevalent in patients 65 years or older. 

Potential for Cognitive and Motor Impairment  
SECUADO, like other antipsychotics, has the potential to impair judgment, thinking or motor skills. 
Patients should be cautioned about operating hazardous machinery, including motor vehicles, until 
they are reasonably certain that SECUADO therapy does not affect them adversely. Somnolence 
was reported in patients treated with SECUADO. In the short-term, fixed-dose, placebo-controlled 
schizophrenia adult trial, somnolence was reported in 4.4% (9/204) of patients on SECUADO 3.8 mg/24 
hours and in 3.4% (7/204) of patients on SECUADO 7.6 mg/24 hours compared to 1.5% (3/206) of placebo 
patients. There were no reports of somnolence that led to discontinuation in the placebo-controlled 
trial. During adult pre-marketing clinical trials with sublingual asenapine, including long-term trials 
without comparison to placebo, somnolence was reported in 18% (358/1953) of patients treated with 
sublingual asenapine. 

Body Temperature Regulation 
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 SECUADO with caution in patients who may 
experience these conditions. 

Dysphagia 
Esophageal dysmotility and aspiration have been associated with antipsychotic drug use. There 
were no reports of dysphagia with SECUADO; however, dysphagia has been reported with sublingual 
asenapine. SECUADO and other antipsychotic drugs should be used cautiously in patients at risk for 
aspiration. 

External Heat 
When heat is applied to SECUADO after application, both the rate and extent of absorption are 
increased. After application of a heating pad, asenapine exposure (partial AUC0-8) was about 3.9 times 
greater than without heating pad application. Advise patients to avoid exposing SECUADO to direct 
external heat sources such as hair dryers, heating pads, electric blankets, heated water beds, etc., while 
wearing SECUADO. 

Application Site Reactions 
Local skin reactions, such as irritation, were reported with SECUADO. During wear time or immediately 
after removal of SECUADO, the skin at the site of application may develop erythema, pruritus, papules, 

discomfort, pain, edema, or irritation. In the short-term, fixed-dose, placebo-controlled schizophrenia 
adult trial, application site reactions were reported in 15.2% (31/204) of patients on SECUADO 3.8 mg/24 
hours and in 13.7% (28/204) of patients on SECUADO 7.6 mg/24 hours compared to 3.9% (8/206) of 
placebo patients. The most common application site reaction was erythema, which was reported in 
9.3% (19/204) of patients on SECUADO 3.8 mg/24 hours and in 9.8% (20/204) of patients on SECUADO 7.6 
mg/24 hours compared to 1.5% (3/206) of placebo patients. Another common application site reaction 
was pruritus, which was reported in 4.9% (10/204) of patients on SECUADO 3.8 mg/24 hours and in 
3.9% (8/204) of patients on SECUADO 7.6 mg/24 hours compared to 1.9% (4/206) of placebo patients. 
One patient developed application site discoloration (hyperpigmentation) at multiple application 
sites that persisted for at least several weeks after discontinuing SECUADO treatment. Application site 
reactions occurred more frequently in Black or African American patients compared to Caucasians. 
Inform patients of these potential reactions and that increased skin irritation may occur with SECUADO 
if applied for a longer period than instructed or if the same application site is used repeatedly. Instruct 
patients to select a different application site each day to minimize skin reactions. 

ADVERSE REACTIONS 
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 SECUADO was evaluated in a total of 315 adult patients diagnosed with schizophrenia who 
were exposed to SECUADO for up to 6 weeks in a placebo-controlled trial. 
Adverse Reactions Leading to Discontinuation of Treatment 
A total of 4.9% (10/204) patients treated with SECUADO 3.8 mg/24 hours, 7.8% (16/204) patients 
treated with SECUADO 7.6 mg/24 hours, and 6.8% (14/206) patients on placebo discontinued due 
to adverse reactions in the placebo-controlled trial. The adverse reaction that most commonly 
led to discontinuation among SECUADO-treated patients in this trial was akathisia, which led to 
discontinuation in no (0/204) patients treated with SECUADO 3.8 mg/24 hours, 1.5% (3/204) patients 
treated with SECUADO 7.6 mg/24 hours, and 0.5% (1/206) patients on placebo. 
Commonly Observed Adverse Reactions 
The most common adverse reactions (≥5% and at least twice the rate of placebo) reported in adult 
patients with schizophrenia treated with SECUADO in the placebo-controlled trial were extrapyramidal 
disorder, application site reaction, and weight gain. 
Adverse Reactions Occurring at an Incidence of 2% or More in SECUADO-Treated Patients 
Adverse reactions associated with the use of SECUADO (incidence of ≥2%, rounded to the nearest 
percent, and SECUADO incidence greater than placebo) that occurred during the placebo-controlled trial 
are shown in Table 5. 

Table 5: Adverse Reactions in ≥ 2% of Patients in Any SECUADO Dose Group and Which Occurred at 
Greater Incidence Than in the Placebo Group in 6-Week Schizophrenia Trials

System Organ Class/ 
Preferred Term

Placebo 
N=206 (%)

SECUADO 3.8 mg/24 
hrs N=204 (%) 

SECUADO 7.6 mg/24 hrs 
N=204 (%)

Gastrointestinal Disorders

Constipation 4 5 4

Dyspepsia 1 1 3

Diarrhea 1 3 1

General Disorders

Application site reactions* 4 15 14

Investigations  

Blood glucose increased* 1 3 1

Weight increased 2 4 6

Hepatic enzyme 
increased* 0 2 2

Infections and Infestations

Nasopharyngitis 2 3 1

Upper respiratory tract 
infection 2 3 1

Metabolism and Nutrition 
Disorders

Increased appetite 0 3 1

Nervous System Disorders

Headache 6 9 9

Extrapyramidal 
symptoms* 2 8 13

Akathisia 2 4 4

Somnolence* 1 4 3

Dystonia 0 1 3

Vascular Disorders

Hypertension* 1 2 2

*The following terms were combined: Application site reactions includes application site dermatitis, 
discoloration, discomfort, dryness, edema, erythema, exfoliation, induration, irritation, pain, papules, pruritis, 
and reaction. Blood glucose increased includes blood glucose increased, blood insulin increased, glycosylated 
hemoglobin increased, hyperglycemia, Type 2 diabetes mellitus, diabetes mellitus, and hyperinsulinemia. 
Hepatic enzyme increased includes hepatic enzyme increased, alanine aminotransferase increased, aspartate 
aminotransferase increased, and gamma-glutamyltransferase increased. Extrapyramidal symptoms 
includes dyskinesia, dystonia, extrapyramidal disorder, parkinsonism, tardive dyskinesia, muscle spasm, and 
musculoskeletal stiffness. Somnolence includes somnolence, sedation, lethargy, and hypersomnia. Hypertension 
includes hypertension, blood pressure increased, diastolic hypertension, and hypertensive crisis. 
Dose-Related Adverse Reactions: In the placebo-controlled schizophrenia trial, the incidence of an 
extrapyramidal disorder and weight increased appear to be dose-related (see Table 5). 
Dystonia: 
Symptoms of dystonia, prolonged abnormal contractions of muscle 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. While these symptoms can occur at low doses, they occur more frequently and with greater severity 
with high potency and at higher doses of first generation antipsychotic drugs. An elevated risk of acute dystonia 
is observed in males and younger age groups. 
xtrapyramidal Symptoms: 
In the short-term, placebo-controlled schizophrenia adult trial, data were objectively collected on the Simpson 
Angus Rating Scale for extrapyramidal symptoms (EPS), the Barnes Akathisia Scale (for akathisia) and the 
Assessments of Involuntary Movement Scales (for dyskinesias). The mean change from baseline for the SECUADO 
3.8 mg/24 hours or 7.6 mg/24 hours treated group was similar to placebo in each of the rating scale scores. In 
the short-term, placebo-controlled schizophrenia adult trial, the incidence of reported extrapyramidal disorder 
events, excluding events related to akathisia, was 7.8% for patients treated with SECUADO 3.8 mg/24 hours, 
12.8% for patients treated with SECUADO 7.6 mg/24 hours SECUADO and 2.4% for placebo-treated patients; and 
the incidence of akathisia-related events was 3.9% for patients treated with SECUADO 3.8 mg/24 hours, 4.4% for 
patients treated with SECUADO 7.6 mg/24 hours and 2.4% for placebo-treated patients. 
Laboratory Test Abnormalities: 
Transaminases: Transient elevations in serum transaminases (primarily ALT) were more common in SECUADO-
treated patients. The mean increase in ALT levels for SECUADO-treated patients was 6.0 units/L and 3.8 units/L 
for the SECUADO 3.8 mg/24 hours and 7.6 mg/24 hours treated groups, respectively, compared to a decrease of 
1.1 units/L for placebo-treated patients. The proportion of patients with ALT elevations ≥3 times upper limit of 
normal (ULN) (at any time) was 1.6% and 3.1% for patients treated with SECUADO 3.8 mg/24 hours and 7.6 mg/24 
hours, respectively, and 0% for placebo-treated patients. 
In a 52-week, double-blind, comparator-controlled trial that included primarily adult patients with 
schizophrenia, the mean increase from baseline of ALT was 1.7 units/L for sublingual asenapine. 
Prolactin: The proportion of patients with prolactin elevations ≥4 times ULN (at Endpoint) were 0.0% and 1.3% 
for patients treated with SECUADO 3.8 mg/24 hours and 7.6 mg/24 hours, respectively, as compared to 2.4% for 
placebo-treated patients in the short-term placebo-controlled trial. 
In a long-term (52-week), double-blind, comparator-controlled adult trial that included primarily patients 
with schizophrenia, the mean decrease in prolactin from baseline for sublingual asenapine-treated patients 
was 26.9 ng/mL. 
Creatine Kinase (CK): The proportion of adult patients with CK elevations ≥3 times ULN at any time were 1.6% 
and 2.1% for patients treated with SECUADO 3.8 mg/24 hours and 7.6 mg/24 hours, respectively, as compared 
to 1.5% for placebo-treated patients in the short-term, placebo-controlled trial. The clinical relevance of this 
finding is unknown. 
Other Adverse Reactions Observed During the Premarketing Evaluation of SECUADO 
Other adverse reactions (<2% frequency) within the 6-week placebo-controlled trial in patients with 
schizophrenia are listed below. The reactions listed are those that could be of clinical importance, as well as 
reactions that are plausibly drug-related on pharmacologic or other grounds. Reactions that appear elsewhere 
in the SECUADO label are not included. 
Gastrointestinal disorders: vomiting, dry mouth 
General disorders and administration site conditions: asthenia 
Musculoskeletal and connective tissue disorders: myalgia 
Other Adverse Reactions Reported in Clinical Trials with Sublingual Asenapine 
Following is a list of MedDRA terms that reflect adverse reactions reported by patients treated with sublingual 
asenapine at multiple doses of ≥5 mg twice daily during any phase of a trial within the database of adult 
patients. The reactions listed are those that could be of clinical importance, as well as reactions that are plausibly 
drug-related on pharmacologic or other grounds. Reactions already listed for adult patients in other parts of 
this brief summary are not included. Reactions are further categorized by MedDRA system organ class and 
listed in order of decreasing frequency according to the following definitions: those occurring in at least 1/100 
patients (frequent) (only those not already listed in the tabulated results from placebo-controlled trials appear 
in this listing); those occurring in 1/100 to 1/1000 patients (infrequent); and those occurring in fewer than 1/1000 
patients (rare). 
Blood and lymphatic disorders: infrequent: anemia; rare: thrombocytopenia 
Cardiac disorders: infrequent: temporary bundle branch block 
Eye disorders: infrequent: accommodation disorder 
Gastrointestinal disorders: infrequent: swollen tongue 
General disorders: rare: idiosyncratic drug reaction 
Investigations: infrequent: hyponatremia 
Nervous system disorders: infrequent: dysarthria 
Postmarketing Experience 
Choking has been reported by patients, some of whom may have also experienced oropharyngeal muscular 
dysfunction.  
DRUG INTERACTIONS 
CLINICALLY IMPORTANT DRUG INTERACTIONS WITH SECUADO
Antihypertensive drugs (Examples: Diuretics, ACE Inhibitors, Angiotensin Receptor Blockers, and Beta-Blockers, 
Alpha-Blockers). Because of its α1-adrenergic antagonism with potential for inducing hypotension, SECUADO 
may enhance the effects of certain antihypertensive agents. Monitor blood pressure and adjust dosage of 
antihypertensive drug accordingly. Strong CYP1A2 Inhibitors (Examples: Fluvoxamine, ciprofloxacin, enoxacin). 
Asenapine is metabolized by CYP1A2. Concomitant use of SECUADO with a CYP1A2 inhibitor increases AUC and 
Cmax of asenapine. Consider dose reduction for SECUADO based on clinical response. CYP2D6 substrates and 
inhibitors (Example: Paroxetine): Asenapine may enhance the inhibitory effects of paroxetine on its own 
metabolism by CYP2D6. Concomitant use of SECUADO with paroxetine increases paroxetine AUC and Cmax. Reduce 
paroxetine dose by half when paroxetine is used in combination with SECUADO. 
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 SECUADO, during pregnancy. For more information contact the National Pregnancy 
Registry for Atypical Antipsychotics at 1-866-961-2388 or visit http://womensmentalhealth.org/clinical-
andresearch-programs/pregnancyregistry/. 
Risk Summary
 Neonates exposed to antipsychotic drugs during the third trimester of pregnancy are at risk for extrapyramidal 
and/or withdrawal symptoms. Studies have not been conducted with SECUADO in pregnant women. There 

are no available human data informing the drug-associated risk. The background risk of major birth defects 
and miscarriage for the indicated populations are unknown. However, the background risk in the U.S. general 
population of major birth defects is 2-4% and of miscarriage is 15- 20% of clinically recognized pregnancies.  
Clinical Considerations 
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. Some neonates 
recovered within hours or days without specific treatment; others required prolonged hospitalization. Monitor 
neonates for extrapyramidal and/or withdrawal symptoms and manage symptoms appropriately. 
Lactation 
Lactation studies have not been conducted to assess the presence of asenapine in human milk, the effects of 
asenapine on the breastfed infant, or the effects of asenapine on milk production. Asenapine is excreted in rat 
milk. The development and health benefits of breastfeeding should be considered along with the mother’s 
clinical need for SECUADO and any potential adverse effects on the breastfed infant from SECUADO or from the 
underlying maternal condition.  
Pediatric Use 
Safety and effectiveness of SECUADO in pediatric patients have not been established. 
Geriatric Use 
The SECUADO placebo-controlled trial for the treatment of schizophrenia did not include sufficient numbers of 
patients aged 65 and over to determine whether or not they respond differently than younger patients.  
Multiple factors that might increase the pharmacodynamic response to SECUADO, causing poorer tolerance 
or orthostasis, could be present in elderly patients, and these patients should be monitored carefully. Based 
on a pharmacokinetic study in elderly patients with sublingual asenapine, dosage adjustments are not 
recommended based on age alone. 
Elderly patients with dementia-related psychosis treated with SECUADO are at an increased risk of death 
compared to placebo. SECUADO is not approved for the treatment of patients with dementia-related psychosis. 
Renal Impairment 
No dosage adjustment for SECUADO is required on the basis of a patient’s renal function. The effect of renal 
function on the excretion of other metabolites and the effect of dialysis on the pharmacokinetics of asenapine 
has not been studied. 
Hepatic Impairment 
SECUADO is contraindicated in patients with severe hepatic impairment (Child-Pugh C) because asenapine 
exposure is 7-fold higher in subjects with severe hepatic impairment than the exposure observed in subjects 
with normal hepatic function. No dosage adjustment for SECUADO is required in patients with mild to moderate 
hepatic impairment (Child-Pugh A and B) because asenapine exposure is similar to that in subjects with normal 
hepatic function. 
OVERDOSAGE 
Human Experience: In the placebo-controlled trial in adults for SECUADO, there were no reports of accidental 
or intentional acute overdosage of SECUADO. In adult clinical studies involving more than 3350 patients and/or 
healthy subjects for sublingual asenapine, accidental or intentional acute overdosage of sublingual asenapine 
was identified in 3 patients. Among these few reported cases of overdose, the highest estimated ingestion of 
sublingual asenapine was 400 mg. Reported adverse reactions at the highest dosage included agitation and 
confusion. 
Management of Overdosage  There is no specific antidote to SECUADO. The possibility of multiple drug 
involvement should be considered. An electrocardiogram should be obtained and management of overdose 
should concentrate on supportive therapy, maintaining an adequate airway, oxygenation and ventilation, and 
management of symptoms. Consult a Certified Poison Control Center at 1 800-222-1222 for up to date information 
on the management of overdosage. Hypotension and circulatory collapse should be treated with appropriate 
measures, such as intravenous fluids and/or sympathomimetic agents (epinephrine and dopamine should not 
be used, since beta stimulation may worsen hypotension in the setting of SECUADO-induced alpha blockade). 
In case of severe extrapyramidal symptoms, anticholinergic medication should be administered. Close medical 
supervision and monitoring should continue until the patient recovers. 

Please see full Prescribing Information. including BOXED WARNING at www.secuado.com

This brief summary is based on SECUADO Full Prescribing Information, issued October 2019. 
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Falls: SECUADO may cause somnolence, postural hypotension and motor or sensory instability, which may lead to 
falls, and consequently, fractures or other injuries. For patients with diseases, conditions, or medications that could 
exacerbate these effects, complete fall risk assessments when initiating antipsychotic treatment and recurrently for 
patients on long-term antipsychotic therapy. 

Leukopenia, Neutropenia, and Agranulocytosis: Leukopenia, neutropenia, and agranulocytosis (including fatal 
cases) have been reported with antipsychotics, including asenapine. Monitor complete blood count in patients with 
pre-existing low white blood cell count (WBC) or absolute neutrophil count or history of drug-induced leukopenia 
or neutropenia. Discontinue SECUADO at the first sign of a clinically significant decline in WBC and in severely 
neutropenic patients.

QT Prolongation: Sublingual asenapine was associated with increases in QTc interval from 2 to 5 msec versus 
placebo. There were no reports of QT prolongation exceeding 500 msec for SECUADO and placebo. The use of 
SECUADO should be avoided in patients with a history of cardiac arrhythmias and in circumstances that may 
increase the risk of the occurrence of torsade de pointes and/or sudden death in association with the use of drugs 
that prolong the QTc interval.

Hyperprolactinemia: SECUADO can elevate prolactin levels and the elevation can persist during chronic 
administration. Long-standing hyperprolactinemia when associated with hypogonadism may lead to decreased 
bone density in both female and male subjects

Seizures: Use SECUADO with caution in patients with a history of seizures or with conditions that lower the  
seizure threshold. 

Potential for Cognitive and Motor Impairment: Somnolence was reported in patients treated with SECUADO. 
Caution patients about operating hazardous machinery, including motor vehicles, until they are reasonably certain 
that SECUADO does not affect them adversely. 

Body Temperature Regulation: Use SECUADO with caution in patients who will experience conditions that increase 
body temperature (strenuous exercise, extreme heat, dehydration and concomitant anticholinergics).

Dysphagia: SECUADO should be used cautiously in patients at risk for aspiration. Esophageal dysmotility and 
aspiration have been associated with antipsychotic drug use. 

External Heat: Avoid direct external heat sources while wearing SECUADO.

Application Site Reactions: During wear time or immediately after removal of SECUADO, local skin irritation may 
occur. Instruct patients to select a different patch application site each day to limit the occurrence of skin irritation. 

Adverse Reactions: Commonly observed adverse reactions (incidence ≥5% and at least twice the rate of placebo) 
were extrapyramidal disorder, application site reaction and weight gain. 

Drug Interactions: Monitor blood pressure and adjust antihypertensive drugs when taken with SECUADO. Based 
on clinical response, SECUADO dose reduction may be necessary when used with strong CYP1A2 inhibitors 
(fluvoxamine). Reduce paroxetine (CYP2D6 substrate and inhibitor) dose by half when taken with SECUADO. 

Pregnancy: Studies have not been conducted with SECUADO in pregnant women. Advise patients to notify 
their healthcare provider of a known or suspected pregnancy. The National Pregnancy Registry for Atypical 
Antipsychotics monitors pregnancy outcomes in women exposed to antipsychotics, including SECUADO, during 
pregnancy. For information, contact 1-866-961-2388 or http://womensmentalhealth.org/clinical-and-research-
programs/pregnancyregistry/. 

To report suspected Adverse Reactions, contact Noven at 800-455-8070 or FDA at 800-FDA-1088 or 
www.fda.gov/medwatch.

Please see brief summary of full prescribing information on following pages.

Reference: 1. Secuado® (asenapine) transdermal system [prescribing information]. Miami, FL: Noven Therapeutics, 
LLC; October 2019.

SECUADO is a registered trademark of Hisamitsu Pharmaceutical Co., Inc.
© 2020 Noven Therapeutics, LLC. All rights reserved. 
For US audience only. 
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IMPORTANT SAFETY INFORMATION, Continued SECUADO® (asenapine) transdermal system
BRIEF SUMMARY OF FULL PRESCRIBING INFORMATION. SEE PACKAGE INSERT FOR 
FULL PRESCRIBING INFORMATION 

WARNING: INCREASED MORTALITY IN ELDERY PATIENTS WITH DEMENTIA-RELATED PSYCHOSIS
See full prescribing information for complete boxed warning.
Eldery patients with dementia-realted psychosis treated with antipsychotic drugs are at an increased  
risk of death. SECUADO is not approved for the treatment of patients with dementia-related psychosis.

INDICATIONS AND USAGE 
SECUADO is an atypical antipsychotic indicated for the treatment of adults with schizophrenia. 

CONTRAINDICATIONS 
SECUADO is contraindicated in patients with: 
• Severe hepatic impairment (Child-Pugh C). 
•  A history of hypersensitivity reactions to asenapine or any components of the transdermal system. 

Reactions with asenapine have included anaphylaxis, angioedema, hypotension, tachycardia, swollen 
tongue, dyspnea, wheezing, and rash. 

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 seen 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 the placebo group. 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. SECUADO 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. SECUADO is not approved for the treatment of patients with dementia-related psychosis. 

Neuroleptic Malignant Syndrome 
A potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant Syndrome (NMS) has 
been reported in association with administration of antipsychotic drugs. Clinical manifestations of NMS are 
hyperpyrexia, muscle rigidity, altered mental status, and evidence of autonomic instability. Additional signs 
may include elevated creatine phosphokinase, myoglobinuria (rhabdomyolysis), and acute renal failure. If 
NMS is suspected, immediately discontinue SECUADO and provide intensive symptomatic treatment 
and monitoring. 

Tardive Dyskinesia 
Tardive dyskinesia, a syndrome of potentially irreversible, involuntary, dyskinetic movements may 
develop in patients treated with antipsychotic drugs, including SECUADO. The risk appears to be highest 
among the elderly, especially elderly women, but it is not possible to predict which patients are likely 
to develop the syndrome. Given these considerations, SECUADO should be prescribed in a manner that 
is 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 should be sought. Periodically reassess the need for 
continued treatment. If signs and symptoms of tardive dyskinesia appear in a patient on SECUADO, drug 
discontinuation should be considered. However, some patients may require treatment with SECUADO despite 
the presence of the syndrome.

Metabolic Changes 
Hyperglycemia and Diabetes Mellitus 
Hyperglycemia, in some cases extreme and associated with ketoacidosis or hyperosmolar coma or death, 
has been reported in patients treated with atypical antipsychotics. There have been reports of hyperglycemia 
in patients treated with sublingual asenapine. Assess fasting plasma glucose before or soon after initiation of 
antipsychotic medication, and monitor periodically during long-term treatment. 
Reports of hyperglycemia in patients treated with SECUADO were <1% in the placebo-controlled trial. Data 
from the placebo-controlled schizophrenia trial are presented in Table 1. 

Table 1: Changes in Fasting Glucose in Adult Patients in the 6-Week, Placebo-Controlled, Fixed Dose 
Schizophrenia Trial

N* = Number of patients who had assessments at both Baseline and Endpoint.

In the sublingual asenapine 52-week, double-blind, comparator-controlled trial that included primarily 
patients with schizophrenia, the mean increase from baseline of fasting glucose was 2.4 mg/dL. 
Dyslipidemia 
Atypical antipsychotics cause adverse alterations in lipids. Before or soon after initiation of antipsychotic 
medication, obtain a fasting lipid profile at baseline and monitor periodically during treatment. Data from 
the placebo-controlled schizophrenia trial presented in Table 2. 

Placebo
SECUADO

3.8 mg/24 hours 7.6 mg/24 hours

Mean Change from Baseline in Fasting Glucose at Endpoint 

Change from Baseline (mg/dL) (N*) 0.03  (174) 3.28 (174) 3.72 (172) 

Proportion of Patients with Shifts from Baseline to Endpoint 

Normal to  
High  <100 to ≥ 126 mg/dL (n/N*)

0% (0/198) 3.1 % (6/196) 3.0 % (6/199) 

Borderline to  
High ≥ 100 and <126 to ≥ 126 mg/dL (n/N*) 

2.0% (4/198) 1.0% (2/196) 1.0% (2/199)

N* = Number of subjects with data at Endpoint.

N* = Number of patients who had assessments at both Baseline and Endpoint. 

In the placebo-controlled schizophrenia trial with SECUADO, the proportion of patients with total 
cholesterol elevations ≥240 mg/dL (at Endpoint) was 10.7% for patients treated with SECUADO 3.8 mg/24 
hours and 13.6% for patients treated with SECUADO 7.6 mg/24 hours versus 10.2 % for placebo-treated 
patients. The proportion of patients with elevations in triglycerides ≥200 mg/dL (at Endpoint) was 17.8% 
for SECUADO 3.8 mg/24 hours and 12.4% for SECUADO 7.6 mg/24 hours treated patients versus 10.3% for 
placebo-treated patients. 

Weight Gain 
Weight gain has been observed with atypical antipsychotic use, including SECUADO. Monitor weight at 
baseline and frequently thereafter. Data on mean changes in body weight and the proportion of subjects 
meeting a weight gain criterion 
of ≥7% of body weight from the placebo-controlled schizophrenia trial are presented in Table 3. 

Table 3: Change in Body Weight in Adult Patients from Baseline in the 6-Week, Placebo-Controlled, Fixed 
Dose Schizophrenia Trial

In the sublingual asenapine 52-week, double-blind, comparator-controlled adult trial that included 
primarily patients with schizophrenia, the mean weight gain from baseline was 0.9 kg. The proportion of 
patients with a ≥7% increase in body weight (at Endpoint) was 14.7%. Table 4 provides the mean weight 
change from baseline and the proportion of patients with a weight gain of ≥7% categorized by Body Mass 
Index (BMI) at baseline.

Table 4: Weight Change Results Categorized by BMI at Baseline: Comparator-Controlled 52-Week Study 
with Sublingual Asenapine in Adults with Schizophrenia

Placebo

SECUADO

3.8 mg/24 
hours

7.6 mg/24 
hours

Mean Change from Baseline

Total Cholesterol (mg/dL) (N*) 0.7 (174) 5.1 (174) 4.5 (172) 

LDL (mg/dL) (N*) 1.6 (172) 1.4 (170) 4.2 (169)

HDL(mg/dL) (N*) -0.8 (174) 0.2 (174) -0.7 (172)

Fasting triglycerides (mg/dL) (N*) -2.6 (174) 17.3 (174) 6.7 (172)

Proportion of Patients with Shifts from Baseline to Endpoint (n/N*) 

Total Cholesterol 
Normal to High <200 to ≥ 240 mg/dL (n/N*)

1.0% (2/197) 2.6% (5/196) 1.0% (2/199)

LDL Normal to High <100 to ≥ 160 mg/dL (n/N*) 0.5% (1/195) 1.0% (2/194) 0% (0/197)

HDL Normal to Low ≥ 40 to <40 mg/dL (n/N*) 8.1% (16/197) 10.7% (21/196) 12.1% (24/199)

Fasting Triglycerides 
Normal to High <150 to ≥ 200 mg/dL (n/N*) 

1.1% (2/185) 7.0% (13/185) 3.2% (6/186)

Placebo
SECUADO

3.8 mg/24 hours 7.6 mg/24 hours

Mean Change from Baseline (kg) (N*) 0.62 (167) 2.10 (168) 2.02 (164) 

Proportion of Patients with a ≥7% Increase in Body Weight

% with ≥7% increase in body  
weight (n/N*)

3.9% (8/203) 18.3% (37/202) 14.3% (29/203)

BMI <23 Sublingual 
Asenapine N=295

BMI 23 - ≤27 
Sublingual Asenapine 

N=290

BMI >27 Sublingual 
Asenapine N=302 

Mean change from Baseline (kg) 1.7 1 0

% with ≥7% increase in 
body weight 

22% 13% 9%

Table 2: Changes in Lipids in Adult Patients in the 6-Week, Placebo-Controlled, Fixed Dose 
Schizophrenia Trial

Hypersensitivity Reactions 
Hypersensitivity reactions have been observed in patients treated with asenapine, including SECUADO. 
In several cases, these reactions occurred after the first dose. These hypersensitivity reactions included: 
anaphylaxis, angioedema, hypotension, tachycardia, swollen tongue, dyspnea, wheezing and rash. 

Orthostatic Hypotension, Syncope, and Other Hemoodynamic Effects 
Atypical antipsychotics cause orthostatic hypotension and syncope. Generally, the risk is greatest during 
initial dose titration and when increasing the dose. In the placebo-controlled trial, orthostatic hypotension 
was reported in 1.5% (3/204) of patients treated with SECUADO 3.8 mg/24 hours and 0% (0/204) of 
patients treated with SECUADO 7.6 mg/24 hours, compared to <1% (1/206) of patients treated with placebo. 
There were no reports of syncope for both doses of SECUADO in the placebo-controlled trial. During adult 
pre-marketing clinical trials with sublingual asenapine, including long-term trials without comparison to 
placebo, syncope was reported in 0.6% (11/1953) of patients treated with sublingual asenapine. Orthostatic 
vital signs should be monitored in patients who are vulnerable to hypotension (elderly patients, patients 
with dehydration, hypovolemia, concomitant treatment with antihypertensive medications), patients with 
known cardiovascular disease (history of myocardial infarction or ischemic heart disease, heart failure, or 
conduction abnormalities), and patients with cerebrovascular disease. SECUADO should be used cautiously 
when treating patients who receive treatment with other drugs that can induce hypotension, bradycardia, 
respiratory or central nervous system depression. Monitoring of orthostatic vital signs should be considered 
in all such patients, and a dose reduction should be considered if hypotension occurs.

Some suggest chronic pain is a triad that includes pain, 
sleep disturbance, and depression.10

There are numerous approaches for pain-associ-
ated sleep disturbances, including cognitive behav-
ioral therapy, medication, and respiratory support 
during sleep for patients who need it.11 Opioids can 
alter sleep architecture, and while there are many 
disadvantages to long-term use of opioids for treat-
ing chronic pain, there are rare situations in which 
they are prescribed. This can be especially problem-
atic for patients who have respiratory sleep disorders, 
like sleep apnea. Given the complicated balance in-
volved in chronic pain management, opioids might 

still be an appropriate part of the treatment plan for 
certain patients who have respiratory side effects. In 
these cases, the use of respiratory assistance, such as 
continuous positive airways pressure during sleep, 
may be an effective solution.9

The overall approach requires a tailored plan that 
might involve treatments for more than 1 diagnosis of 
the pain/sleep disturbance/depression triad. For in-
stance, antidepressants might help with pain control 
and with mood stabilization. Anticonvulsants may 
help with pain control while also improving sleep.10 
But some patients might benefit from approaches tai-
lored to each diagnosis, even if completely separate 
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treatments for each condition are required. Pharma-
cological interventions must be selected based on the 
targeted symptoms. Even conservative approaches 
(eg,  counseling, cognitive behavioral therapy, and 
physical therapy) are most effective when they are 
symptom-specific, since the conservative approaches 
for treating each condition are not identical.11

Dr Moawad is associate editor of Humanities in 
Neurology, clinical assistant professor at Case 
Western Reserve University School of Medicine, 
Division of Medical Education, and Editor in Chief 
Emeritus of Neurology Times (2017-2019). 
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Falls 
SECUADO may cause somnolence, postural hypotension, motor and sensory instability, which may 
lead to falls and, consequently, fractures or other injuries. For patients with diseases, conditions, 
or medications that could exacerbate these effects, complete fall risk assessments when initiating 
antipsychotic treatment and recurrently for patients on long-term antipsychotic therapy. 

Leukopenia, Neutropenia, and Agranulocytosis 
In clinical trials and/or postmarketing experience, events of leukopenia and neutropenia have been 
reported temporally related to antipsychotic agents, including asenapine. Agranulocytosis (including 
fatal cases) has also been reported with other agents in the class. Possible risk factors for leukopenia/
neutropenia include pre-existing low white blood cell count (WBC) or absolute neutrophil count (ANC) 
and history of drug-induced leukopenia/neutropenia. In patients with pre-existing low WBC or ANC or 
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 SECUADO at the 
first sign of a clinically 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 SECUADO in patients with severe 
neutropenia (absolute neutrophil count <1000/mm3) and follow their WBC until recovery. 

QT Prolongation 
The effects of sublingual asenapine on the QT/QTc interval were evaluated in a dedicated adult 
QT study. This trial involved sublingual asenapine doses of 5 mg, 10 mg, 15 mg, and 20 mg twice 
daily, and placebo, and was conducted in 151 clinically stable patients with schizophrenia, with 
electrocardiographic assessments throughout the dosing interval at baseline and steady-state. At 
these doses, sublingual asenapine was associated with increases in QTc interval ranging from 2 to 5 
msec compared to placebo. No patients treated with sublingual asenapine experienced QTc increases 
≥60 msec from baseline measurements, nor did any patient experience a QTc of ≥500 msec. In 
the placebo-controlled trial, there were no reports of QT prolongations exceeding 500 msec for 
SECUADO and placebo. There were no reports of Torsades de Pointes or any other adverse reactions 
associated with delayed ventricular repolarization with sublingual asenapine or with SECUADO. The 
use of SECUADO should be avoided in combination with other drugs known to prolong QTc including 
Class 1A antiarrhythmics (e.g., quinidine, procainamide) or Class 3 antiarrhythmics (e.g., amiodarone, 
sotalol), antipsychotic medications (e.g., ziprasidone, chlorpromazine, thioridazine), and antibiotics 
(e.g., gatifloxacin, moxifloxacin). SECUADO should also be avoided in patients with a history of cardiac 
arrhythmias and in other circumstances that may increase the risk of the occurrence of torsade de 
pointes and/or sudden death in association with the use of drugs that prolong the QTc interval, 
including bradycardia; hypokalemia or hypomagnesemia; and presence of congenital prolongation 
of the QT interval. 

Hyperprolactinemia 
Like other drugs that antagonize dopamine D2 receptors, SECUADO can elevate prolactin levels, and 
the elevation can persist during chronic administration. Galactorrhea, amenorrhea, gynecomastia, and 
impotence have been reported in patients receiving prolactin-elevating compounds. Long-standing 
hyperprolactinemia when associated with hypogonadism may lead to decreased bone density in 
both female and male subjects. In the SECUADO placebo-controlled trial, galactorrhea, amenorrhea, 
gynecomastia and impotence were not reported for patients treated with SECUADO or placebo. 
In sublingual asenapine adult pre-marketing clinical trials, the incidences of adverse events related to 
abnormal prolactin levels were 0.4% versus 0% for placebo. Tissue culture experiments indicate that 
approximately one-third of human breast cancers are prolactin-dependent in vitro, a factor of potential 
importance if the prescription of these drugs is considered in a patient with previously-detected breast 
cancer. Neither clinical studies nor epidemiologic studies conducted to date have shown an association 
between chronic administration of this class of drugs and tumorigenesis in humans, but the available 
evidence is too limited to be conclusive. 

Seizures 
In the SECUADO placebo-controlled trial, there were no reports of seizures in adult patients treated with 
doses of 3.8 mg/24 hours and 7.6 mg/24 hours of SECUADO. During adult pre-marketing clinical trials 
with sublingual asenapine, including long-term trials without comparison to placebo, seizures were 
reported in 0.3% (5/1953) of patients treated with sublingual asenapine. As with other antipsychotic 
drugs, SECUADO should be used with caution in patients with a history of seizures or with conditions 
that potentially lower the seizure threshold. Conditions that lower the seizure threshold may be more 
prevalent in patients 65 years or older. 

Potential for Cognitive and Motor Impairment  
SECUADO, like other antipsychotics, has the potential to impair judgment, thinking or motor skills. 
Patients should be cautioned about operating hazardous machinery, including motor vehicles, until 
they are reasonably certain that SECUADO therapy does not affect them adversely. Somnolence 
was reported in patients treated with SECUADO. In the short-term, fixed-dose, placebo-controlled 
schizophrenia adult trial, somnolence was reported in 4.4% (9/204) of patients on SECUADO 3.8 mg/24 
hours and in 3.4% (7/204) of patients on SECUADO 7.6 mg/24 hours compared to 1.5% (3/206) of placebo 
patients. There were no reports of somnolence that led to discontinuation in the placebo-controlled 
trial. During adult pre-marketing clinical trials with sublingual asenapine, including long-term trials 
without comparison to placebo, somnolence was reported in 18% (358/1953) of patients treated with 
sublingual asenapine. 

Body Temperature Regulation 
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 SECUADO with caution in patients who may 
experience these conditions. 

Dysphagia 
Esophageal dysmotility and aspiration have been associated with antipsychotic drug use. There 
were no reports of dysphagia with SECUADO; however, dysphagia has been reported with sublingual 
asenapine. SECUADO and other antipsychotic drugs should be used cautiously in patients at risk for 
aspiration. 

External Heat 
When heat is applied to SECUADO after application, both the rate and extent of absorption are 
increased. After application of a heating pad, asenapine exposure (partial AUC0-8) was about 3.9 times 
greater than without heating pad application. Advise patients to avoid exposing SECUADO to direct 
external heat sources such as hair dryers, heating pads, electric blankets, heated water beds, etc., while 
wearing SECUADO. 

Application Site Reactions 
Local skin reactions, such as irritation, were reported with SECUADO. During wear time or immediately 
after removal of SECUADO, the skin at the site of application may develop erythema, pruritus, papules, 

discomfort, pain, edema, or irritation. In the short-term, fixed-dose, placebo-controlled schizophrenia 
adult trial, application site reactions were reported in 15.2% (31/204) of patients on SECUADO 3.8 mg/24 
hours and in 13.7% (28/204) of patients on SECUADO 7.6 mg/24 hours compared to 3.9% (8/206) of 
placebo patients. The most common application site reaction was erythema, which was reported in 
9.3% (19/204) of patients on SECUADO 3.8 mg/24 hours and in 9.8% (20/204) of patients on SECUADO 7.6 
mg/24 hours compared to 1.5% (3/206) of placebo patients. Another common application site reaction 
was pruritus, which was reported in 4.9% (10/204) of patients on SECUADO 3.8 mg/24 hours and in 
3.9% (8/204) of patients on SECUADO 7.6 mg/24 hours compared to 1.9% (4/206) of placebo patients. 
One patient developed application site discoloration (hyperpigmentation) at multiple application 
sites that persisted for at least several weeks after discontinuing SECUADO treatment. Application site 
reactions occurred more frequently in Black or African American patients compared to Caucasians. 
Inform patients of these potential reactions and that increased skin irritation may occur with SECUADO 
if applied for a longer period than instructed or if the same application site is used repeatedly. Instruct 
patients to select a different application site each day to minimize skin reactions. 

ADVERSE REACTIONS 
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 SECUADO was evaluated in a total of 315 adult patients diagnosed with schizophrenia who 
were exposed to SECUADO for up to 6 weeks in a placebo-controlled trial. 
Adverse Reactions Leading to Discontinuation of Treatment 
A total of 4.9% (10/204) patients treated with SECUADO 3.8 mg/24 hours, 7.8% (16/204) patients 
treated with SECUADO 7.6 mg/24 hours, and 6.8% (14/206) patients on placebo discontinued due 
to adverse reactions in the placebo-controlled trial. The adverse reaction that most commonly 
led to discontinuation among SECUADO-treated patients in this trial was akathisia, which led to 
discontinuation in no (0/204) patients treated with SECUADO 3.8 mg/24 hours, 1.5% (3/204) patients 
treated with SECUADO 7.6 mg/24 hours, and 0.5% (1/206) patients on placebo. 
Commonly Observed Adverse Reactions 
The most common adverse reactions (≥5% and at least twice the rate of placebo) reported in adult 
patients with schizophrenia treated with SECUADO in the placebo-controlled trial were extrapyramidal 
disorder, application site reaction, and weight gain. 
Adverse Reactions Occurring at an Incidence of 2% or More in SECUADO-Treated Patients 
Adverse reactions associated with the use of SECUADO (incidence of ≥2%, rounded to the nearest 
percent, and SECUADO incidence greater than placebo) that occurred during the placebo-controlled trial 
are shown in Table 5. 

Table 5: Adverse Reactions in ≥ 2% of Patients in Any SECUADO Dose Group and Which Occurred at 
Greater Incidence Than in the Placebo Group in 6-Week Schizophrenia Trials

System Organ Class/ 
Preferred Term

Placebo 
N=206 (%)

SECUADO 3.8 mg/24 
hrs N=204 (%) 

SECUADO 7.6 mg/24 hrs 
N=204 (%)

Gastrointestinal Disorders

Constipation 4 5 4

Dyspepsia 1 1 3

Diarrhea 1 3 1

General Disorders

Application site reactions* 4 15 14

Investigations  

Blood glucose increased* 1 3 1

Weight increased 2 4 6

Hepatic enzyme 
increased* 0 2 2

Infections and Infestations

Nasopharyngitis 2 3 1

Upper respiratory tract 
infection 2 3 1

Metabolism and Nutrition 
Disorders

Increased appetite 0 3 1

Nervous System Disorders

Headache 6 9 9

Extrapyramidal 
symptoms* 2 8 13

Akathisia 2 4 4

Somnolence* 1 4 3

Dystonia 0 1 3

Vascular Disorders

Hypertension* 1 2 2

*The following terms were combined: Application site reactions includes application site dermatitis, 
discoloration, discomfort, dryness, edema, erythema, exfoliation, induration, irritation, pain, papules, pruritis, 
and reaction. Blood glucose increased includes blood glucose increased, blood insulin increased, glycosylated 
hemoglobin increased, hyperglycemia, Type 2 diabetes mellitus, diabetes mellitus, and hyperinsulinemia. 
Hepatic enzyme increased includes hepatic enzyme increased, alanine aminotransferase increased, aspartate 
aminotransferase increased, and gamma-glutamyltransferase increased. Extrapyramidal symptoms 
includes dyskinesia, dystonia, extrapyramidal disorder, parkinsonism, tardive dyskinesia, muscle spasm, and 
musculoskeletal stiffness. Somnolence includes somnolence, sedation, lethargy, and hypersomnia. Hypertension 
includes hypertension, blood pressure increased, diastolic hypertension, and hypertensive crisis. 
Dose-Related Adverse Reactions: In the placebo-controlled schizophrenia trial, the incidence of an 
extrapyramidal disorder and weight increased appear to be dose-related (see Table 5). 
Dystonia: 
Symptoms of dystonia, prolonged abnormal contractions of muscle 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. While these symptoms can occur at low doses, they occur more frequently and with greater severity 
with high potency and at higher doses of first generation antipsychotic drugs. An elevated risk of acute dystonia 
is observed in males and younger age groups. 
xtrapyramidal Symptoms: 
In the short-term, placebo-controlled schizophrenia adult trial, data were objectively collected on the Simpson 
Angus Rating Scale for extrapyramidal symptoms (EPS), the Barnes Akathisia Scale (for akathisia) and the 
Assessments of Involuntary Movement Scales (for dyskinesias). The mean change from baseline for the SECUADO 
3.8 mg/24 hours or 7.6 mg/24 hours treated group was similar to placebo in each of the rating scale scores. In 
the short-term, placebo-controlled schizophrenia adult trial, the incidence of reported extrapyramidal disorder 
events, excluding events related to akathisia, was 7.8% for patients treated with SECUADO 3.8 mg/24 hours, 
12.8% for patients treated with SECUADO 7.6 mg/24 hours SECUADO and 2.4% for placebo-treated patients; and 
the incidence of akathisia-related events was 3.9% for patients treated with SECUADO 3.8 mg/24 hours, 4.4% for 
patients treated with SECUADO 7.6 mg/24 hours and 2.4% for placebo-treated patients. 
Laboratory Test Abnormalities: 
Transaminases: Transient elevations in serum transaminases (primarily ALT) were more common in SECUADO-
treated patients. The mean increase in ALT levels for SECUADO-treated patients was 6.0 units/L and 3.8 units/L 
for the SECUADO 3.8 mg/24 hours and 7.6 mg/24 hours treated groups, respectively, compared to a decrease of 
1.1 units/L for placebo-treated patients. The proportion of patients with ALT elevations ≥3 times upper limit of 
normal (ULN) (at any time) was 1.6% and 3.1% for patients treated with SECUADO 3.8 mg/24 hours and 7.6 mg/24 
hours, respectively, and 0% for placebo-treated patients. 
In a 52-week, double-blind, comparator-controlled trial that included primarily adult patients with 
schizophrenia, the mean increase from baseline of ALT was 1.7 units/L for sublingual asenapine. 
Prolactin: The proportion of patients with prolactin elevations ≥4 times ULN (at Endpoint) were 0.0% and 1.3% 
for patients treated with SECUADO 3.8 mg/24 hours and 7.6 mg/24 hours, respectively, as compared to 2.4% for 
placebo-treated patients in the short-term placebo-controlled trial. 
In a long-term (52-week), double-blind, comparator-controlled adult trial that included primarily patients 
with schizophrenia, the mean decrease in prolactin from baseline for sublingual asenapine-treated patients 
was 26.9 ng/mL. 
Creatine Kinase (CK): The proportion of adult patients with CK elevations ≥3 times ULN at any time were 1.6% 
and 2.1% for patients treated with SECUADO 3.8 mg/24 hours and 7.6 mg/24 hours, respectively, as compared 
to 1.5% for placebo-treated patients in the short-term, placebo-controlled trial. The clinical relevance of this 
finding is unknown. 
Other Adverse Reactions Observed During the Premarketing Evaluation of SECUADO 
Other adverse reactions (<2% frequency) within the 6-week placebo-controlled trial in patients with 
schizophrenia are listed below. The reactions listed are those that could be of clinical importance, as well as 
reactions that are plausibly drug-related on pharmacologic or other grounds. Reactions that appear elsewhere 
in the SECUADO label are not included. 
Gastrointestinal disorders: vomiting, dry mouth 
General disorders and administration site conditions: asthenia 
Musculoskeletal and connective tissue disorders: myalgia 
Other Adverse Reactions Reported in Clinical Trials with Sublingual Asenapine 
Following is a list of MedDRA terms that reflect adverse reactions reported by patients treated with sublingual 
asenapine at multiple doses of ≥5 mg twice daily during any phase of a trial within the database of adult 
patients. The reactions listed are those that could be of clinical importance, as well as reactions that are plausibly 
drug-related on pharmacologic or other grounds. Reactions already listed for adult patients in other parts of 
this brief summary are not included. Reactions are further categorized by MedDRA system organ class and 
listed in order of decreasing frequency according to the following definitions: those occurring in at least 1/100 
patients (frequent) (only those not already listed in the tabulated results from placebo-controlled trials appear 
in this listing); those occurring in 1/100 to 1/1000 patients (infrequent); and those occurring in fewer than 1/1000 
patients (rare). 
Blood and lymphatic disorders: infrequent: anemia; rare: thrombocytopenia 
Cardiac disorders: infrequent: temporary bundle branch block 
Eye disorders: infrequent: accommodation disorder 
Gastrointestinal disorders: infrequent: swollen tongue 
General disorders: rare: idiosyncratic drug reaction 
Investigations: infrequent: hyponatremia 
Nervous system disorders: infrequent: dysarthria 
Postmarketing Experience 
Choking has been reported by patients, some of whom may have also experienced oropharyngeal muscular 
dysfunction.  
DRUG INTERACTIONS 
CLINICALLY IMPORTANT DRUG INTERACTIONS WITH SECUADO
Antihypertensive drugs (Examples: Diuretics, ACE Inhibitors, Angiotensin Receptor Blockers, and Beta-Blockers, 
Alpha-Blockers). Because of its α1-adrenergic antagonism with potential for inducing hypotension, SECUADO 
may enhance the effects of certain antihypertensive agents. Monitor blood pressure and adjust dosage of 
antihypertensive drug accordingly. Strong CYP1A2 Inhibitors (Examples: Fluvoxamine, ciprofloxacin, enoxacin). 
Asenapine is metabolized by CYP1A2. Concomitant use of SECUADO with a CYP1A2 inhibitor increases AUC and 
Cmax of asenapine. Consider dose reduction for SECUADO based on clinical response. CYP2D6 substrates and 
inhibitors (Example: Paroxetine): Asenapine may enhance the inhibitory effects of paroxetine on its own 
metabolism by CYP2D6. Concomitant use of SECUADO with paroxetine increases paroxetine AUC and Cmax. Reduce 
paroxetine dose by half when paroxetine is used in combination with SECUADO. 
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 SECUADO, during pregnancy. For more information contact the National Pregnancy 
Registry for Atypical Antipsychotics at 1-866-961-2388 or visit http://womensmentalhealth.org/clinical-
andresearch-programs/pregnancyregistry/. 
Risk Summary
 Neonates exposed to antipsychotic drugs during the third trimester of pregnancy are at risk for extrapyramidal 
and/or withdrawal symptoms. Studies have not been conducted with SECUADO in pregnant women. There 

are no available human data informing the drug-associated risk. The background risk of major birth defects 
and miscarriage for the indicated populations are unknown. However, the background risk in the U.S. general 
population of major birth defects is 2-4% and of miscarriage is 15- 20% of clinically recognized pregnancies.  
Clinical Considerations 
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. Some neonates 
recovered within hours or days without specific treatment; others required prolonged hospitalization. Monitor 
neonates for extrapyramidal and/or withdrawal symptoms and manage symptoms appropriately. 
Lactation 
Lactation studies have not been conducted to assess the presence of asenapine in human milk, the effects of 
asenapine on the breastfed infant, or the effects of asenapine on milk production. Asenapine is excreted in rat 
milk. The development and health benefits of breastfeeding should be considered along with the mother’s 
clinical need for SECUADO and any potential adverse effects on the breastfed infant from SECUADO or from the 
underlying maternal condition.  
Pediatric Use 
Safety and effectiveness of SECUADO in pediatric patients have not been established. 
Geriatric Use 
The SECUADO placebo-controlled trial for the treatment of schizophrenia did not include sufficient numbers of 
patients aged 65 and over to determine whether or not they respond differently than younger patients.  
Multiple factors that might increase the pharmacodynamic response to SECUADO, causing poorer tolerance 
or orthostasis, could be present in elderly patients, and these patients should be monitored carefully. Based 
on a pharmacokinetic study in elderly patients with sublingual asenapine, dosage adjustments are not 
recommended based on age alone. 
Elderly patients with dementia-related psychosis treated with SECUADO are at an increased risk of death 
compared to placebo. SECUADO is not approved for the treatment of patients with dementia-related psychosis. 
Renal Impairment 
No dosage adjustment for SECUADO is required on the basis of a patient’s renal function. The effect of renal 
function on the excretion of other metabolites and the effect of dialysis on the pharmacokinetics of asenapine 
has not been studied. 
Hepatic Impairment 
SECUADO is contraindicated in patients with severe hepatic impairment (Child-Pugh C) because asenapine 
exposure is 7-fold higher in subjects with severe hepatic impairment than the exposure observed in subjects 
with normal hepatic function. No dosage adjustment for SECUADO is required in patients with mild to moderate 
hepatic impairment (Child-Pugh A and B) because asenapine exposure is similar to that in subjects with normal 
hepatic function. 
OVERDOSAGE 
Human Experience: In the placebo-controlled trial in adults for SECUADO, there were no reports of accidental 
or intentional acute overdosage of SECUADO. In adult clinical studies involving more than 3350 patients and/or 
healthy subjects for sublingual asenapine, accidental or intentional acute overdosage of sublingual asenapine 
was identified in 3 patients. Among these few reported cases of overdose, the highest estimated ingestion of 
sublingual asenapine was 400 mg. Reported adverse reactions at the highest dosage included agitation and 
confusion. 
Management of Overdosage  There is no specific antidote to SECUADO. The possibility of multiple drug 
involvement should be considered. An electrocardiogram should be obtained and management of overdose 
should concentrate on supportive therapy, maintaining an adequate airway, oxygenation and ventilation, and 
management of symptoms. Consult a Certified Poison Control Center at 1 800-222-1222 for up to date information 
on the management of overdosage. Hypotension and circulatory collapse should be treated with appropriate 
measures, such as intravenous fluids and/or sympathomimetic agents (epinephrine and dopamine should not 
be used, since beta stimulation may worsen hypotension in the setting of SECUADO-induced alpha blockade). 
In case of severe extrapyramidal symptoms, anticholinergic medication should be administered. Close medical 
supervision and monitoring should continue until the patient recovers. 
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Falls: SECUADO may cause somnolence, postural hypotension and motor or sensory instability, which may lead to 
falls, and consequently, fractures or other injuries. For patients with diseases, conditions, or medications that could 
exacerbate these effects, complete fall risk assessments when initiating antipsychotic treatment and recurrently for 
patients on long-term antipsychotic therapy. 

Leukopenia, Neutropenia, and Agranulocytosis: Leukopenia, neutropenia, and agranulocytosis (including fatal 
cases) have been reported with antipsychotics, including asenapine. Monitor complete blood count in patients with 
pre-existing low white blood cell count (WBC) or absolute neutrophil count or history of drug-induced leukopenia 
or neutropenia. Discontinue SECUADO at the first sign of a clinically significant decline in WBC and in severely 
neutropenic patients.

QT Prolongation: Sublingual asenapine was associated with increases in QTc interval from 2 to 5 msec versus 
placebo. There were no reports of QT prolongation exceeding 500 msec for SECUADO and placebo. The use of 
SECUADO should be avoided in patients with a history of cardiac arrhythmias and in circumstances that may 
increase the risk of the occurrence of torsade de pointes and/or sudden death in association with the use of drugs 
that prolong the QTc interval.

Hyperprolactinemia: SECUADO can elevate prolactin levels and the elevation can persist during chronic 
administration. Long-standing hyperprolactinemia when associated with hypogonadism may lead to decreased 
bone density in both female and male subjects

Seizures: Use SECUADO with caution in patients with a history of seizures or with conditions that lower the  
seizure threshold. 

Potential for Cognitive and Motor Impairment: Somnolence was reported in patients treated with SECUADO. 
Caution patients about operating hazardous machinery, including motor vehicles, until they are reasonably certain 
that SECUADO does not affect them adversely. 

Body Temperature Regulation: Use SECUADO with caution in patients who will experience conditions that increase 
body temperature (strenuous exercise, extreme heat, dehydration and concomitant anticholinergics).

Dysphagia: SECUADO should be used cautiously in patients at risk for aspiration. Esophageal dysmotility and 
aspiration have been associated with antipsychotic drug use. 

External Heat: Avoid direct external heat sources while wearing SECUADO.

Application Site Reactions: During wear time or immediately after removal of SECUADO, local skin irritation may 
occur. Instruct patients to select a different patch application site each day to limit the occurrence of skin irritation. 

Adverse Reactions: Commonly observed adverse reactions (incidence ≥5% and at least twice the rate of placebo) 
were extrapyramidal disorder, application site reaction and weight gain. 

Drug Interactions: Monitor blood pressure and adjust antihypertensive drugs when taken with SECUADO. Based 
on clinical response, SECUADO dose reduction may be necessary when used with strong CYP1A2 inhibitors 
(fluvoxamine). Reduce paroxetine (CYP2D6 substrate and inhibitor) dose by half when taken with SECUADO. 

Pregnancy: Studies have not been conducted with SECUADO in pregnant women. Advise patients to notify 
their healthcare provider of a known or suspected pregnancy. The National Pregnancy Registry for Atypical 
Antipsychotics monitors pregnancy outcomes in women exposed to antipsychotics, including SECUADO, during 
pregnancy. For information, contact 1-866-961-2388 or http://womensmentalhealth.org/clinical-and-research-
programs/pregnancyregistry/. 

To report suspected Adverse Reactions, contact Noven at 800-455-8070 or FDA at 800-FDA-1088 or 
www.fda.gov/medwatch.

Please see brief summary of full prescribing information on following pages.

Reference: 1. Secuado® (asenapine) transdermal system [prescribing information]. Miami, FL: Noven Therapeutics, 
LLC; October 2019.
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WARNING: INCREASED MORTALITY IN ELDERY PATIENTS WITH DEMENTIA-RELATED PSYCHOSIS
See full prescribing information for complete boxed warning.
Eldery patients with dementia-realted psychosis treated with antipsychotic drugs are at an increased  
risk of death. SECUADO is not approved for the treatment of patients with dementia-related psychosis.

INDICATIONS AND USAGE 
SECUADO is an atypical antipsychotic indicated for the treatment of adults with schizophrenia. 

CONTRAINDICATIONS 
SECUADO is contraindicated in patients with: 
• Severe hepatic impairment (Child-Pugh C). 
•  A history of hypersensitivity reactions to asenapine or any components of the transdermal system. 

Reactions with asenapine have included anaphylaxis, angioedema, hypotension, tachycardia, swollen 
tongue, dyspnea, wheezing, and rash. 

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 seen 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 the placebo group. 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. SECUADO 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. SECUADO is not approved for the treatment of patients with dementia-related psychosis. 

Neuroleptic Malignant Syndrome 
A potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant Syndrome (NMS) has 
been reported in association with administration of antipsychotic drugs. Clinical manifestations of NMS are 
hyperpyrexia, muscle rigidity, altered mental status, and evidence of autonomic instability. Additional signs 
may include elevated creatine phosphokinase, myoglobinuria (rhabdomyolysis), and acute renal failure. If 
NMS is suspected, immediately discontinue SECUADO and provide intensive symptomatic treatment 
and monitoring. 

Tardive Dyskinesia 
Tardive dyskinesia, a syndrome of potentially irreversible, involuntary, dyskinetic movements may 
develop in patients treated with antipsychotic drugs, including SECUADO. The risk appears to be highest 
among the elderly, especially elderly women, but it is not possible to predict which patients are likely 
to develop the syndrome. Given these considerations, SECUADO should be prescribed in a manner that 
is 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 should be sought. Periodically reassess the need for 
continued treatment. If signs and symptoms of tardive dyskinesia appear in a patient on SECUADO, drug 
discontinuation should be considered. However, some patients may require treatment with SECUADO despite 
the presence of the syndrome.

Metabolic Changes 
Hyperglycemia and Diabetes Mellitus 
Hyperglycemia, in some cases extreme and associated with ketoacidosis or hyperosmolar coma or death, 
has been reported in patients treated with atypical antipsychotics. There have been reports of hyperglycemia 
in patients treated with sublingual asenapine. Assess fasting plasma glucose before or soon after initiation of 
antipsychotic medication, and monitor periodically during long-term treatment. 
Reports of hyperglycemia in patients treated with SECUADO were <1% in the placebo-controlled trial. Data 
from the placebo-controlled schizophrenia trial are presented in Table 1. 

Table 1: Changes in Fasting Glucose in Adult Patients in the 6-Week, Placebo-Controlled, Fixed Dose 
Schizophrenia Trial

N* = Number of patients who had assessments at both Baseline and Endpoint.

In the sublingual asenapine 52-week, double-blind, comparator-controlled trial that included primarily 
patients with schizophrenia, the mean increase from baseline of fasting glucose was 2.4 mg/dL. 
Dyslipidemia 
Atypical antipsychotics cause adverse alterations in lipids. Before or soon after initiation of antipsychotic 
medication, obtain a fasting lipid profile at baseline and monitor periodically during treatment. Data from 
the placebo-controlled schizophrenia trial presented in Table 2. 

Placebo
SECUADO

3.8 mg/24 hours 7.6 mg/24 hours

Mean Change from Baseline in Fasting Glucose at Endpoint 

Change from Baseline (mg/dL) (N*) 0.03  (174) 3.28 (174) 3.72 (172) 

Proportion of Patients with Shifts from Baseline to Endpoint 

Normal to  
High  <100 to ≥ 126 mg/dL (n/N*)

0% (0/198) 3.1 % (6/196) 3.0 % (6/199) 

Borderline to  
High ≥ 100 and <126 to ≥ 126 mg/dL (n/N*) 

2.0% (4/198) 1.0% (2/196) 1.0% (2/199)

N* = Number of subjects with data at Endpoint.

N* = Number of patients who had assessments at both Baseline and Endpoint. 

In the placebo-controlled schizophrenia trial with SECUADO, the proportion of patients with total 
cholesterol elevations ≥240 mg/dL (at Endpoint) was 10.7% for patients treated with SECUADO 3.8 mg/24 
hours and 13.6% for patients treated with SECUADO 7.6 mg/24 hours versus 10.2 % for placebo-treated 
patients. The proportion of patients with elevations in triglycerides ≥200 mg/dL (at Endpoint) was 17.8% 
for SECUADO 3.8 mg/24 hours and 12.4% for SECUADO 7.6 mg/24 hours treated patients versus 10.3% for 
placebo-treated patients. 

Weight Gain 
Weight gain has been observed with atypical antipsychotic use, including SECUADO. Monitor weight at 
baseline and frequently thereafter. Data on mean changes in body weight and the proportion of subjects 
meeting a weight gain criterion 
of ≥7% of body weight from the placebo-controlled schizophrenia trial are presented in Table 3. 

Table 3: Change in Body Weight in Adult Patients from Baseline in the 6-Week, Placebo-Controlled, Fixed 
Dose Schizophrenia Trial

In the sublingual asenapine 52-week, double-blind, comparator-controlled adult trial that included 
primarily patients with schizophrenia, the mean weight gain from baseline was 0.9 kg. The proportion of 
patients with a ≥7% increase in body weight (at Endpoint) was 14.7%. Table 4 provides the mean weight 
change from baseline and the proportion of patients with a weight gain of ≥7% categorized by Body Mass 
Index (BMI) at baseline.

Table 4: Weight Change Results Categorized by BMI at Baseline: Comparator-Controlled 52-Week Study 
with Sublingual Asenapine in Adults with Schizophrenia

Placebo

SECUADO

3.8 mg/24 
hours

7.6 mg/24 
hours

Mean Change from Baseline

Total Cholesterol (mg/dL) (N*) 0.7 (174) 5.1 (174) 4.5 (172) 

LDL (mg/dL) (N*) 1.6 (172) 1.4 (170) 4.2 (169)

HDL(mg/dL) (N*) -0.8 (174) 0.2 (174) -0.7 (172)

Fasting triglycerides (mg/dL) (N*) -2.6 (174) 17.3 (174) 6.7 (172)

Proportion of Patients with Shifts from Baseline to Endpoint (n/N*) 

Total Cholesterol 
Normal to High <200 to ≥ 240 mg/dL (n/N*)

1.0% (2/197) 2.6% (5/196) 1.0% (2/199)

LDL Normal to High <100 to ≥ 160 mg/dL (n/N*) 0.5% (1/195) 1.0% (2/194) 0% (0/197)

HDL Normal to Low ≥ 40 to <40 mg/dL (n/N*) 8.1% (16/197) 10.7% (21/196) 12.1% (24/199)

Fasting Triglycerides 
Normal to High <150 to ≥ 200 mg/dL (n/N*) 

1.1% (2/185) 7.0% (13/185) 3.2% (6/186)

Placebo
SECUADO

3.8 mg/24 hours 7.6 mg/24 hours

Mean Change from Baseline (kg) (N*) 0.62 (167) 2.10 (168) 2.02 (164) 

Proportion of Patients with a ≥7% Increase in Body Weight

% with ≥7% increase in body  
weight (n/N*)

3.9% (8/203) 18.3% (37/202) 14.3% (29/203)

BMI <23 Sublingual 
Asenapine N=295

BMI 23 - ≤27 
Sublingual Asenapine 

N=290

BMI >27 Sublingual 
Asenapine N=302 

Mean change from Baseline (kg) 1.7 1 0

% with ≥7% increase in 
body weight 

22% 13% 9%

Table 2: Changes in Lipids in Adult Patients in the 6-Week, Placebo-Controlled, Fixed Dose 
Schizophrenia Trial

Hypersensitivity Reactions 
Hypersensitivity reactions have been observed in patients treated with asenapine, including SECUADO. 
In several cases, these reactions occurred after the first dose. These hypersensitivity reactions included: 
anaphylaxis, angioedema, hypotension, tachycardia, swollen tongue, dyspnea, wheezing and rash. 

Orthostatic Hypotension, Syncope, and Other Hemoodynamic Effects 
Atypical antipsychotics cause orthostatic hypotension and syncope. Generally, the risk is greatest during 
initial dose titration and when increasing the dose. In the placebo-controlled trial, orthostatic hypotension 
was reported in 1.5% (3/204) of patients treated with SECUADO 3.8 mg/24 hours and 0% (0/204) of 
patients treated with SECUADO 7.6 mg/24 hours, compared to <1% (1/206) of patients treated with placebo. 
There were no reports of syncope for both doses of SECUADO in the placebo-controlled trial. During adult 
pre-marketing clinical trials with sublingual asenapine, including long-term trials without comparison to 
placebo, syncope was reported in 0.6% (11/1953) of patients treated with sublingual asenapine. Orthostatic 
vital signs should be monitored in patients who are vulnerable to hypotension (elderly patients, patients 
with dehydration, hypovolemia, concomitant treatment with antihypertensive medications), patients with 
known cardiovascular disease (history of myocardial infarction or ischemic heart disease, heart failure, or 
conduction abnormalities), and patients with cerebrovascular disease. SECUADO should be used cautiously 
when treating patients who receive treatment with other drugs that can induce hypotension, bradycardia, 
respiratory or central nervous system depression. Monitoring of orthostatic vital signs should be considered 
in all such patients, and a dose reduction should be considered if hypotension occurs.

6. Stocks J, Tang NK, Walsh DA, et al. Bidirectional association between dis-
turbed sleep and neuropathic pain symptoms: a prospective cohort study in 
post-total joint replacement participants. J Pain Res. 2018;11:1087-1093. 
7. Fernández-de-Las-Peñas C, Fernández-Muñoz JJ, Palacios-Ceña M, et 
al. Sleep disturbances in tension-type headache and migraine. Ther Adv 
Neurol Disord. 2017;11:1756285617745444. 
8. Kundermann B, Krieg JC, Schreiber W, Lautenbacher S. The effect of 
sleep deprivation on pain. Pain Res Manag. 2004;9(1):25-32.
9. Marshansky S, Mayer P, Rizzo D, Baltzan M, Denis R, Lavigne GJ. Sleep, 
chronic pain, and opioid risk for apnea. Prog Neuropsychopharmacol Biol 
Psychiatry. 2018;87(Pt B):234-244.
10. Nicholson B, Verma S. Comorbidities in chronic neuropathic pain. Pain 
Medicine. 2004;5(1):S9-S27. 
11. Nijs J, Mairesse O, Neu D, et al. Sleep disturbances in chronic pain: 
neurobiology, assessment, and treatment in physical therapist prac-
tice. Phys Ther. 2018;98(5):325-335. ❒
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D o you think of duloxetine when 
your patient with depression 
(bipolar or otherwise) reports 

chronic pain? The psychiatric pre-
scribing clinician may be called upon 
to prescribe medication for the pain 
or may be asked by the primary care 
clinician or pain clinic if certain pain 
medications would be acceptable 
considering bipolar comorbidity. Or, 
those clinicians may go ahead and 
prescribe duloxetine or amitriptyline 
without even notifying you.

A previous column1 discussed that 
antidepressants, especially serotonin-
norepinephrine reuptake inhibitors 
(SSRIs) and tricyclics, are generally 
ill-advised for patients with bipolar 
disorder because of the risks of in-
creasing cycling, especially to de-
pression and, over the long term, to 
mania—even when added to a mood 
stabilizer.2.3

Although some antidepressants 
(eg, duloxetine) are approved by the 
US Food and Drug Administration 
for use in pain syndromes like fibro-
myalgia, diabetic neuropathy, and 
chronic musculoskeletal pain, it is 
also important to recognize the evi-
dence shows they are minimally ef-
fective in addressing pain in patients 
with depression. The great majority 
of patients in studies of these pain 
conditions were not depressed. Four 
meta-analyses reviewed by Gebhardt 
and colleagues4 have evaluated the 
effect of antidepressants on pain in 
patients with depression. The effect 
size of antidepressants versus place-

bo on comorbid pain in patients with 
depression is very small and usually 
clinically insignificant, regardless of 
the antidepressant used. Duloxetine, 
notably, did not stand out as any more 
effective than the others (tricyclics, 
paroxetine, venlafaxine, other SS-
RIs). We are talking about duloxetine 
reducing pain by 12% to 27% more 
than placebo reduced it—a differ-
ence that does not seem meaningful. 

Duloxetine was extensively mar-
keted based upon its FDA indications 
for pain management treatment and 
became a multi-billion-dollar prod-
uct (until its patent expired and it be-
came generic), but review authors 
concluded that this economic activity 
was not justified by the evidence. 
There is no reason to think of it as the 
go-to medication for a depressed pa-
tient with pain difficulties. Further, a 
Cochrane review of depression stud-
ies found that the dropout rate with 
duloxetine was higher than with esci-

talopram or venlafaxine, possibly 
due to greater adverse effects.5 If the 
patient is not depressed and has these 
pain syndromes, duloxetine may play 
a role. The meta-analyses did find a 
correlation between improvement in 
depression and improvement in pain.4 
This suggests that choosing medica-
tions (unlike duloxetine) that work in 
bipolar depression (eg, FDA-ap-
proved options) may result in some 

improvement in pain.
Cannabis is being considered for 

treatment of pain as an alternative to 
opioids.6 We discussed in the April 
2020 column the significant evidence 
that cannabis causes more cycling 
and destabilization in patients with 
bipolar disorder, and that it is without 
an evidence-base for pain.7 It is, 
therefore, irresponsible to encourage 
patients with severe pain and opiate 
misuse problems to consider canna-
bis as a viable treatment.

Medications with reasonable evi-

dence of modest efficacy for pain that 
do not exacerbate symptoms of bipo-
lar disorder include acetaminophen; 
non-steroidal anti-inflammatory 
agents (stronger than acetamino-
phen—but be careful about the inter-
action with lithium to raise lithium 
levels); gabapentin (no efficacy for 
mood swings, though); pregabalin 
(may work when gabapentin fails, 
possibly because of genetically based 
transporter-related interactions); and 
carbamazepine (for trigeminal neu-
ralgia and possibly other kinds of 
pain). It should be stressed that there 
are many non-pharmacological strat-
egies for pain management, such as 
mindfulness training, physical activ-
ity and therapy, massage, and acu-
puncture (Table).

Dr Osser is associate professor of psy-
chiatry, Harvard Medical School, and 
consulting psychiatrist, US Department 
of Veterans Affairs, National Telemental 
Health Center, Bipolar Disorders 
Telehealth Program, Brockton, MA. He 
is a member of the Psychiatric TimesTM 
Editorial Board. The author reports no 
conflicts of interest concerning the sub-
ject matter of this article.
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Addressing Pain in Patients 
With Bipolar Disorder
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Table. Options for Treating Pain in Patients With Bipolar Disorder

Pharmacological Non-pharmacological

Acetaminophen Mindfulness

Non-steroidal anti-inflammatory agents (watch lithium levels) Physical activity

Gabapentin Physical therapy

Pregabalin (may work when gabapentin fails) Massage

Carbamazepine (eg, for trigeminal neuralgia) Acupuncture

Although some antidepressants (eg, 
duloxetine) are FDA-approved for use in 

pain syndromes like fibromyalgia, diabetic 
neuropathy, and chronic musculoskeletal pain, 
it is also important to recognize the evidence 

base shows they are minimally effective in 
addressing pain in patients with depression.
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M odern medicine has achieved 
considerable success in con-
taining and, in some cases, 

eradicating epidemics of debilitating 
and lethal infectious illness. In recent 
decades there has also been signifi-
cant progress in the prevention, diag-
nosis, and treatment of major psychi-
atric disorders. Yet, major psychiatric 
illness remains highly associated 
with significant morbidity and mor-
tality.1 Suicide is among the most fre-
quent lethal outcomes of major psy-
chiatric illness.

Since the start of this century, sui-
cide rates have increased dramati-
cally across the age range. Among 
the many disturbing trends, the sui-
cide rate among pre-adolescents and 
younger adolescents has increased 
178% from 2007 to 2017. During this 
period the incidence of suicide has 
increased 76% among older adoles-
cents.2 Suicide is now a formidable 
public health epidemic.

Harm reduction
Evidence-based harm reduction sui-
cidology has arisen in response to 
this alarming development.  This 
conceptual framework emphasizes 
the importance of prevention, by re-
stricting access to lethal means and 
through psychoeducation, including 
reducing stigma and heightening 
public awareness of prodromal and/
or warning signs. It also involves risk 
assessment screening and/or evalua-
tion and case formulation, and safety 
and treatment planning. Finally, this 
approach includes strategic outreach 
to patients and their families, offering 
timely access to care that is specifi-
cally tailored to the needs of the sui-
cidal patient. The goals of programs 
based on this model include im-
proved safety, reduced risk, and ame-
lioration of comorbid medical and 
psychiatric conditions that contribute 
to elevated risk.

That said, suicidal behavior is a 
complex multi-determined biopsy-
chosocial phenomenon, and the sui-
cidal patient remains an elusive mov-
ing target for effective prevention, 
identification, and intervention.3

Substantial barriers to suicidal 
harm reduction remain. At-risk pa-
tients have a high incidence of con-

current mental illness, personality 
disorder, and substance abuse. They 
are often beset by difficult and seem-
ingly intractable life circumstances. 
The considerable demoralization and 
hopelessness that characterizes a 
substantial percentage of patients at 
risk for suicide contributes to a high 
level of skepticism and mistrust of 
the mental health care system and re-
luctance to engage and remain in 
treatment. This constellation of dif-
ficulties has a negative impact on ef-
forts to reduce death by suicide. 

Formal risk assessment, a corner-
stone of contemporary evidence-
based clinical practice, is notoriously 
unreliable with respect to predictive 
validity, regardless of approach and 
thoroughness. It generates low hit 
rates: unacceptably high rates of false 
positives and false negatives.4 More-
over, there are mixed findings with 
respect to the efficacy of safety plan-
ning in reducing the incidence of sui-
cidal behavior.5-8     

Despite the recent developments 
in evidence-based suicidology, which 
include several promising risk assess-
ment models and diagnostic tools, 
suicide remains unpredictable in 
each case. Consequently, many pa-
tients with concerning risk factors for 
serious self-harm are discharged 
from inpatient, outpatient, and emer-
gency department settings. When 
that happens, psychiatrists and other 
mental health specialists keep their 
fingers crossed that this turns out to 
have been a reasonable decision and 
that the patient remains safe—at least 
in the short term.

Zero Suicide
Enter Zero Suicide, which is the most 
well-known and influential harm re-
duction initiative to date. This train-
ing and consultation program is a 
multipronged effort to incorporate 
best practices from evidence-based 
suicidology as outlined above. It has 
successfully integrated these prac-
tices in ways that are relatively easy 
for psychiatrists and other health care 
professionals to learn and execute. It 
has made a substantial contribution 
to improving the standard of care for 
suicide prevention, evaluation, and 
treatment.

Fostering hope while not raising 
unrealistic expectations regarding 

outcome should be a key objective of 
any public health care initiative. Re-
grettably, the name Zero Suicide im-
plies the perfect outcome of entirely 
eliminating suicide. At the same time 
the literature promulgated on Zero 
Suicide states only in passing that 
this is an aspirational goal but is oth-
erwise silent as to its attainability. 
Despite this quiet qualification, the 
very name implies that suicide is a 
condition that can be eradicated, 
much like some infectious disease 
epidemics, and that this is the ulti-

mate objective of the program.
Suicide, however, is a very differ-

ent societal ill then the polio epidemic 
of the 1950s or the hepatitis C epi-
demic of this century. Advances in 
medical technology and treatment 
have significantly curtailed these dis-
eases. Unfortunately, there is no evi-
dence that methods can be devised to 
entirely eliminate suicide, despite the 
powerful human need to attain maxi-
mal control over existential threats.

The moniker of Zero Suicide runs 
the distinct risk of raising false hope 
for patients, their loved ones, and 
their health care providers. Suicide 
assessment and treatment, for the 
foreseeable future, is likely to con-
tinue to be more art than science. Ad-
vances in suicidology may well suc-
ceed at lowering the incidence of 
suicide, perhaps even on a sustained 
basis, but are quite unlikely to elimi-
nate it. 

There is a substantial evidence re-
garding the negative effects of patient 
suicide on loved ones and their health 
care providers. These include poten-
tially destabilizing and protracted 
feelings of anxiety, depression, an-
ger, loss, shame, guilt, and failure.9 
One can only hope that the concept of 
Zero Suicide does not have the unin-
tended consequence of exacerbating 
these reactions in people who have 

lost someone to suicide by virtue of 
its utopian vision of a society free 
from death by suicide.

The developers and promoters of 
Zero Suicide need to rethink their 
brand and consider that such a title, 
although uplifting in some respects, 
is also misleading. A name change 
would be highly desirable, one that 
reflects a greater appreciation for the 
unrelenting human penchant for self-
destruction but also instills hope that 
evidence-based research and practice 
can eventually result in better out-
comes. Short of a name change, the 
literature on Zero Suicide ought to 
include a clear and unequivocal state-
ment that the goal of this initiative is 
limited to finding increasingly effec-
tive ways to save lives by sharply re-

ducing the occurrence of suicide, but 
not trying to extirpate it.
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professional, Department of Medical 
Services, Section of Psychiatry, Exeter 
Hospital, Exeter, NH. He reports no 
conflicts of interest regarding the sub-
ject matter of this article. 

REFERENCES
1. Nasrallah H. Premature mortality across most psychi-
atric disorders. Curr Psychiatry. 2019;18:9-10,12,34.
2. Frankl R. Suicide deaths rising in children 10-19 
years. Clin Psychiatry News. 2019;47:22.
3. O’Connor RC, Nock MK. The psychology of suicidal 
behavior. Lancet Psychiatry. 2014;1:73-85.
4. Murray D, Devitt P. Suicide risk assessment doesn’t 
work. Scientific Am. March 28, 2017. Accessed Octo-
ber 8, 2020. https://www.scientificamerican.com/
article/suicide-risk-assessment-doesnt-work/
5. Zalsman G, Hawton K, Wasserman D, et al. Suicide 
prevention strategies revised: 10-year systematic 
review. Lancet Psychiatry. 2016;3:646-659.
6. Milner A, Witt K, Pirkis J, et al. The effectiveness of 
suicide prevention delivered by GPs: a systematic 
review and meta-analysis. J Affect Disord. 2017; 
210:294-302.
7. Miller IW, Camargo CA Jr, Arias SA, et al. Suicide 
Prevention in an Emergency Department Population: 
The ED-SAFE Study. JAMA Psychiatry. 2017;74(6): 
563-570. 
8. Stanley B, Brown GK, Brenner LA, et al. Comparison 
of the safety planning intervention with follow-up vs 
usual care of suicidal patients treated in the emergency 
department. JAMA Psychiatry. 2018;75(9):894-900.
9. Gutkin NJ. Losing a patient to suicide: what we know. 
Curr Psychiatry. 2019;18:15-16,19-22,30-32. ❒

What’s in a Name: The 
Problem With Zero Suicide

CommenTArY

“Among the many disturbing trends, the suicide rate 
among pre-adolescents and younger adolescents has 
increased 178% from 2007 to 2017.” 
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P eople suffering from depres-
sion die, on average, 10 years 
earlier than non-depressed in-

dividuals.” You must have heard this 
while attending a conference, read-
ing a journal, or simply in a discus-
sion with a colleague. It has little to 
do with the risk of suicide: we are 
mainly talking about death due to 
physical causes and, in particular, 
cardiovascular causes. Any mental 
health professional, upon learning of 
this fact, may have felt uneasy, even 
inadequately prepared to address 
such a complicated issue. After all, 
until a few years ago, we thought that 
colleagues from other branches of 
medicine would take care of those 
aspects, right? Well, no. A million 
times, no.

Epidemiological data
The clinical perspective of the indi-
vidual practicing physician may not 
always align with epidemiological 
data. The excess mortality in de-
pressed populations is an apt example. 
Without delving into a detailed analy-
sis of the literature, there has been a 
wave of studies showing an alarming 
phenomenon: given a certain period 
of observation, a higher rate of people 
with depression die than those with-
out depression—this appears to be the 
case for both genders, but especially 
for males, and for healthy as well as 
physically ill individuals.

Clearly, it is difficult to account 
for all factors that may underlie this 
phenomenon, and this association 
does not necessarily mean that de-
pression causes death, even if we 
consider longitudinal studies.1 None-
theless, depression is consistently as-
sociated with conditions that are 
known to increase the risk of cardio-
vascular diseases (Table). More im-
portantly, and arguably more likely 
to be causally related, individuals 
with depression tend to engage in un-
healthy lifestyles, which are poten-

tially modifiable: unbalanced diet, 
alcohol use, cigarette smoking, lower 
adherence to medications, and physi-
cal inactivity.

In particular, individuals who are 
depressed not only spend less time 
engaging in physical activity, but they 
also display sedentary behaviors 
more commonly than their non-de-
pressed counterparts.2 Ultimately, in-
dividuals with depression have low 
levels of physical fitness, which may 
not be surprising, but should raise 
concerns among clinicians because of 
the implications for mortality. Both 
muscular strength and cardiorespira-
tory fitness are meaningful predictors 
of all-cause mortality and cardiovas-
cular events in men and women.

Benefits of physical activity 
The epidemiological and experimen-
tal evidence showing the wide-ranging 
beneficial effects of physical activity 
and exercise for health has proliferated 
over the past 70 years. Physical activ-
ity and exercise are now recognized as 
fundamental tools for reducing the im-
pact of chronic diseases, especially 
cardiovascular mortality, as well as 
improving their course.3 

1Exercise directly improves 
cardiorespiratory fitness. 

Randomized trials show that even 
short bouts of exercise can improve 
cardiovascular function, in younger 
as well as older individuals.4

2Exercise can help manage body 
weight. The most effective 

intervention to lose weight remains 
caloric restriction. Nonetheless, 
regular exercise can prevent obesity 
and excess weight and can buffer 
some of their negative effects.5 This 
effect seems to depend on improved 
regulation of appetite hormones and 
increased metabolic rate.

3Exercise improves the function of 
homeostatic systems. The 

hormonal response to stress, such 
as the activity of the HPA axis, get 
fine-tuned by regular exercise and 
higher cardiorespiratory fitness, 

showing a blunted response to mild 
or familiar stressors, and faster 
recovery.6 Moreover, exercise 
reduces inflammatory responses 
and delays the aging of the immune 
system.7 It also improves the 
autonomic control of the heart in 
addition to other organs.8

4Exercise improves metabolism. 
Randomized clinical trials have 

shown that exercise improves 
glycemic control and reduces 
insulin resistance. Moreover, it 
improves the lipid profile, by 
lowering triglycerides and low-
density lipoproteins and increasing 
high-density lipoproteins.9

5Exercise reduces blood pressure. 
The antihypertensive effect is 

greater in individuals who already 
have hypertension, but it is also 
observed among healthy people.10

6Exercise reduces depressive 
symptoms. Despite some 

controversies, the antidepressant 
efficacy of exercise has been 
established with methodological 
rigor, and exercise can be 
prescribed as a treatment for mild-
to-moderate depression alone or for 
severe depression in conjunction 
with other treatments.11 If depression 
improves, this may reflect positively 
on behavioral sequalae, including 
unhealthy lifestyle.

Currently, only a few lifestyle-re-
lated cardiovascular risk factors have 
not been shown to respond significant-
ly to exercise, namely alcohol con-
sumption and cigarette smoking. Still, 
early results related to smoking cessa-
tion, problem drinking, and substance 
use among individuals with mental 
health disorders show promise.12,13

Findings from a meta-analysis of 
randomized controlled trials indicate 
that exercise may ultimately have a 
significant effect on delaying mortal-
ity in patients with established coro-
nary heart disease, stroke, heart fail-
ure, and diabetes, to an extent that is 
comparable to that of first-line medi-

cations.14 Clearly, enthusiasm for 
these findings must be tempered by 
the relative scarcity of available direct 
head-to-head studies (exercise vs 
medications), and by the so-called 
file-drawer bias, whereby negative 
results may not get published as much 
as positive ones. On the other hand, 
however, literature on exercise, com-
pared with other types of interven-
tions, may be less prone to distortions 
due to financial conflicts of interest.

The clinician may wonder if evi-
dence from populations with physi-
cal illness could be directly translated 
to individuals with depression. Stud-
ies pertaining specifically to individ-
uals with depression are not abun-
dant, but preliminary evidence 
suggests that the benefits of exercise 
may apply to this population as well. 
Overall, given the lack of studies di-
rectly testing this hypothesis in de-
pressed populations, the evidence is 
speculative. That said, considering 
the benefits and the low clinical risks 
associated with exercise, we believe 
recommending exercise to patients 
with depression and physical comor-
bidities should already be the norm, 
rather than the exception.

Which exercises are best?
Given the emerging evidence, inter-
ventions to improve the lifestyle of 
patients with depression seems a vi-
able strategy that may ultimately help 
to reduce mortality risk.15,16 But, how 

Can Exercise Decrease Mortality 
Risk in Patients With Depression?

Table. Conditions Associated 
With Depression That 
Increase the Cardiovascular 
Disease Risk

  Obesity
  Diabetes
  Hypertension
  Inflammation
  Metabolic imbalances
  Autonomic dysfunction
  Dysregulation of the hypothalamic– 

pituitary–adrenocortical (HPA) axis

“
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can a clinician achieve this seeming-
ly ambitious goal? How is it possible 
to promote physical activity in indi-
viduals that already suffer from a 
lack of motivation, low sense of 
physical energy, and reduced initia-
tive as intrinsic symptoms of their 
mental health condition?

Currently, various recommenda-
tions have been proposed for pre-
scribing exercise to individuals with 
depression, based on either empirical 
evidence or clinical experience.17-21 
The optimal exercise prescription for 
the treatment of depression is not 
known, insofar as the relation be-
tween the “dose” of exercise (ie, in-
tensity, frequency, duration) and 
therapeutic response remains mostly 
unknown. Therefore, recommenda-
tions are essentially derived from 
guidelines that were not specifically 
developed for depression.22

First, the treating clinician should 
confront and reassess their own prej-
udices.11 Physicians are sometimes 
resistant to the idea of exercise as a 
possible treatment option, or even as 
an adjunct intervention. Skepticism 
may depend on various perceived 
barriers, including the belief that de-
pressed individuals will not even start 
to exercise, or that they will soon 
abandon this activity.23,24 However, 
especially if good therapeutic alli-
ances exist, many individuals with 
subthreshold, mild, or moderate de-
pressive symptoms will opt for exer-
cise and will demonstrate satisfacto-
ry adherence.25

Second, consider one of the main 
drivers of any activity: pleasure. Af-
fect-based exercise prescription is an 
emerging trend in exercise science 
and may be especially useful for the 
treatment of depression.26 This meth-
od goes beyond the traditional focus 
of exercise prescriptions, which is 
maximizing fitness or health gains 
and minimizing risk, to include the 
promotion of pleasant affective expe-
riences. The consideration of plea-
sure as a central element aims to ulti-
mately promote adherence.

In a typical affect-based prescrip-
tion, the exercise participant is shown 
a simple rating scale (eg, ranging 
from +5 or “I feel very good” to -5 or 
“I feel very bad”) and is instructed to 
self-regulate their exercise intensity 
and duration to maintain a rating of 
+3 (“I feel good”) or higher. Among 
adults without depression, the affec-
tive responses to exercise are associ-
ated with the amount of physical ac-
tivity individuals subsequently 
choose to do.27,28 Even if individuals 
with depression suffer from symp-
toms of anhedonia, they may still ex-
perience exercise as pleasant and af-
fect-enhancing.29-31

Evidence from studies of individu-
als with depression shows that the af-
fective responses to exercise may pre-
dict improvement of depressive 
symptoms and exercise adherence.32,33 
This method seems to hold promise 
for clinical application due to its sim-
plicity, making it appealing to physi-
cians who lack specialized training in 
exercise and to health care organiza-
tions concerned about implementa-
tion costs. When recommending exer-
cise to patients, the steps and 
processes for promoting exercise in 
individuals without depression may 
prove useful (Figure).34

Third, mental health professionals 
should not rely only on themselves to 
prescribe exercise. Exercise interven-
tions can be delivered by profession-
als with a variety of disciplinary back-
grounds, including group exercise 
leaders, personal trainers, clinical ex-
ercise physiologists, wellness special-
ists, and physical therapists. Group-
based exercise that is supervised by a 
professional is usually associated with 
lower dropout rates. Given the chal-
lenging cognitive and affective fea-
tures of depression, exercise for indi-
viduals with depression should be 
delivered by professionals with spe-
cific experience in mental health 
care.35 In other words, a well-integrat-
ed, collaborative approach is absolut-
ley essential to achieve the best pos-
sible effects.

Concluding thoughts
The premature mortality of individu-
als with depression is an alarming 
public health concern. Physical exer-
cise may help address this concern, 
but it represents an underutilized in-
tervention despite substantial evi-
dence documenting its numerous 
physical benefits. Exercise can simul-
taneously tackle several mechanisms 
that likely lead to premature mortality 
in this population. Moreover, if it is 
prescribed, delivered, and supported 
correctly, exercise can be as effective 
as other first-line treatments in reduc-
ing depressive symptoms, while being 
mostly free of adverse side-effects. 

Dr Murri is assistant professor, 
Department of Neuroscience, 
University of Ferrara, Parma, Italy; Dr 
Ekkekakis is professor, Department 
of Kinesiology, Iowa State University, 
Ames, IA. The authors report no con-
flicts of interest concerning the subject 
matter of this article.
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Figure. Steps in Promoting Exercise 

Assess the baseline levels of physical activity 
using standardized instruments or wearable devices 

Prescribe and monitor changes over time

Provide practical indications or advice on locations/venues where to exercise

Refer to other professionals whenever possible
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Clozapine is the gold-standard antipsychotic 
for treatment-resistant schizophrenia, with a 
30% to 60% response rate.1 There is evidence 

to suggest a 6-month trial of clozapine monother-
apy to maximize the likelihood of clinical re-
sponse.2 Presently, there is inconsistent evidence 
regarding the efficacy of clozapine augmentation 
with a second antipsychotic.3 No previous studies 
have explored the potential benefits of the combi-
nation of clozapine and a long-acting injectable 
(LAI) antipsychotic. 

Grimminck et al4 aimed to evaluate the effec-
tiveness of this combination using a range of out-
come measures including symptomatology, health 
care utilization, and quality of life. The study sam-
pled outpatients attending assertive community 
treatment team clinics in Cal-
gary, Alberta, Canada. The 
study included patients aged 18 
years or older with DSM-5 
schizophrenia or schizoaffec-
tive disorder (with or without 
comorbid substance use) cur-
rently on the combination of 
clozapine and a LAI antipsy-
chotic. Current treatment with 
mood stabilizers, benzodiaze-
pines, anticholinergics, and an-
tidepressants were not exclu-
sionary. Exclusion criteria 
were older than 65 years; de-
mentia; or a primary substance 
use disorder diagnosis.

The authors conducted a retrospective observa-
tional study with a 2-year mirror image design to 
compare measures pre- and post the addition of ei-
ther clozapine or an LAI. In this design, the patient 
serves as their own control with the only new vari-
able being the initiation of combination treatment. 

Outcome measures collected for patients annu-
ally included symptomatology (eg, Brief Psychiat-
ric Rating Scale [BPRS] and the Clinical Global 
Impressions Scale [CGI]); health care utilization 
(eg, the number of hospitalizations and emergency 
department [ED] visits); and quality of life (eg, the 
World Health Organization Quality of Life scale). 
Data pre- versus post-combination treatment with 
clozapine and an LAI antipsychotic were analyzed 
using paired t-tests.

Twenty patients were included in the study. The 
mean age was 43 years; 70% were male; and all 
patients had a diagnosis of schizophrenia. The 

most common LAI antipsychotics were risperi-
done (n = 8), paliperidone (n = 6), and zuclopen-
thixol (n = 3). The authors found a significant re-
duction in mean ED visits (1.8) and hospital 
admissions (0.9) in the 2 years post-combination. 
There was a trend for reduction in alcohol and drug 
use, although only 3 participants of the study had a 
diagnosis of comorbid substance use 
disorder, and a non-significant reduc-
tion in the mean number of inpatient 
mental health days pre- versus post-
combination (77 versus 33). Unfortu-
nately, there was significant missing 
data for psychopathology and quality-
of-life scales that precluded formal 
analysis of these measures.

The authors concluded that the 
combination of clozapine and an LAI 

antipsychotic ap-
peared to decrease 
health care utiliza-
tion. The primary 
limitation of the 
study was missing 
data on psychopa-
thology and quality 
of life, as well as 
the retrospective 
study design and 
small sample size. 

The bottom line
Further investiga-
tion of combina-
tion treatment with 

clozapine and an LAI antipsychotic in 
patients with treatment-resistant 
schizophrenia is warranted.
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I don’t expect punishment or prizes

for my work with violent boys in court-ordered care,

though I’ve been accused of experimenting

on them like they’re dogs, which reminds me

of Dr. Pavlov and the pack of thirty-five mutts

he taught to respond to bells and music,

his notebooks filled with love for each one,

especially little Druzok, Russian for best friend.

But Pavlov’s dogs and his century-old Nobel

hold no interest for the mother crying on my phone—

a judge says her son meets criteria for discharge,

and she begs me to keep him until he’s eighteen,

two more years sheltered from street gangs

she fears will eat him alive. And I share her fear

because I know what happened to Pavlov’s dogs—

World War II, Leningrad starved by a three-year

Nazi siege, a million dead, food supplies bombed

into dust, a police unit formed to fight cannibalism,

Druzok, Bailak, Murashka, and Rex ripped

from their cages, warm hearts and bloody flesh

devoured, paws gnawed down to bone. 

Dr. Berlin is an instructor
in p sychiatry, University of 
Massachusetts Medical
School, Worcester. ❒

Is there a role for
adjunctive long-
acting injectable
antipsychotics in

treatment-resistant
schizophrenia?
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SELECTED SAFETY INFORMATION

CONTRAINDICATIONS

•   DAYVIGO is contraindicated in patients with narcolepsy. 

WARNINGS AND PRECAUTIONS

•   Central Nervous System (CNS) Depressant Effects and 
Daytime Impairment:
DAYVIGO can impair daytime wakefulness. CNS depressant 
effects may persist in some patients up to several days after 
discontinuing DAYVIGO. Prescribers should advise patients 
about the potential for next-day somnolence.

Driving ability was impaired in some subjects taking 
DAYVIGO 10 mg. Risk of daytime impairment is increased 

if DAYVIGO is taken with less than a full night of sleep 
remaining or at a higher than recommended dose. If taken in 
these circumstances, patients should not drive or engage in 
activities requiring mental alertness.

Use with other classes of CNS depressants (e.g., 
benzodiazepines, opioids, tricyclic antidepressants, alcohol) 
increases the risk of CNS depression, which can cause 
daytime impairment. Dosage adjustments of DAYVIGO 
and concomitant CNS depressants may be necessary when 
administered together. Use of DAYVIGO with other insomnia 
drugs is not recommended. Patients should be advised not to 
consume alcohol in combination with DAYVIGO.

Because DAYVIGO can cause drowsiness, patients, 

particularly the elderly, are at a higher risk of falls.

Get your patients started with a 5 mg dose1

DAYVIGO had no suggested physical dependence or association 
with rebound insomnia upon discontinuation1

• There was no evidence of withdrawal effects upon drug discontinuation through 
1 year of use, suggesting no physical dependence

• DAYVIGO contains lemborexant, a Schedule IV-controlled substance

— Individuals with a history of abuse or addiction to alcohol or other drugs may be at an
increased risk for abuse and addiction to DAYVIGO—follow such patients carefully

Please see additional Selected Safety Information on the following page 
and adjacent Brief Summary of DAYVIGO full Prescribing Information. 

The opportunity to

START HER DAY 
WITH A GOOD 
NIGHT’S SLEEP1

DAYVIGO (lemborexant) is an orexin receptor antagonist 
indicated for the treatment of adult patients with 
insomnia, characterized by difficulties with sleep onset 
and/or sleep maintenance.
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• Sleep Paralysis, Hypnagogic/Hypnopompic 
Hallucinations, and Cataplexy-Like Symptoms: 
Sleep paralysis, an inability to move or speak for up 
to several minutes during sleep-wake transitions, 
hypnagogic/hypnopompic hallucinations, including vivid 
and disturbing perceptions can occur with DAYVIGO. 
Prescribers should explain these events to patients.

Symptoms similar to mild cataplexy can occur with 
DAYVIGO and can include periods of leg weakness lasting 
from seconds to a few minutes, can occur either at night or 
during the day, and may not be associated with identified 
triggering event (e.g., laughter or surprise).

• Complex Sleep Behaviors:
Complex sleep behaviors, including sleep-walking, 
sleep-driving, and engaging in other activities while not 
fully awake (e.g., preparing and eating food, making 
phone calls, having sex), have been reported to occur 
with the use of hypnotics such as DAYVIGO. Events 
can occur in hypnotic-naïve and hypnotic-experienced 
persons. Patients usually do not remember these events. 
Complex sleep behaviors may occur following the first 
or any subsequent use of DAYVIGO, with or without the 
concomitant use of alcohol and other CNS depressants. 
Discontinue DAYVIGO immediately if a patient experiences 
a complex sleep behavior.

• Patients with Compromised Respiratory Function:
The effect of DAYVIGO on respiratory function should 
be considered for patients with compromised respiratory 
function. DAYVIGO has not been studied in patients with 
moderate to severe obstructive sleep apnea (OSA) or 
chronic obstructive pulmonary disease (COPD).

• Worsening of Depression/Suicidal Ideation: 
Incidence of suicidal ideation or suicidal behavior, as 
assessed by questionnaire, was higher in patients receiving 
DAYVIGO than placebo (0.3% for DAYVIGO 10 mg, 0.4% 
for DAYVIGO 5 mg, and 0.2% for placebo). In primarily 
depressed patients treated with hypnotics, worsening of 
depression and suicidal thoughts and actions (including 
completed suicides) have been reported. Suicidal 
tendencies may be present in such patients and protective 
measures may be required. Intentional overdose is more 
common in this group of patients; therefore, the lowest 
number of tablets that is feasible should be prescribed at 
any one time. The emergence of any new behavioral sign 
or symptom of concern requires careful and immediate 
evaluation.

• Need to Evaluate for Comorbid Diagnoses:
Treatment of insomnia should be initiated only after careful 
evaluation of the patient. Re-evaluate for 
comorbid conditions if insomnia persists or worsens 
after 7 to 10 days of treatment. Worsening of insomnia 
or the emergence of new cognitive or behavioral 
abnormalities may be the result of an unrecognized 
underlying psychiatric or medical disorder and can
emerge during the course of treatment with sleep-
promoting drugs such as DAYVIGO.

ADVERSE REACTIONS

• The most common adverse reaction (reported in 5% of 
patients treated with DAYVIGO and at least twice the rate 
of placebo) with DAYVIGO was somnolence (10% for 
DAYVIGO 10 mg, 7% for DAYVIGO 5 mg, 1% for placebo). 

DRUG INTERACTIONS

• CYP3A Inhibitors: The maximum recommended dose 
of DAYVIGO is 5 mg no more than once per night when 
co-administered with weak CYP3A inhibitors. Avoid 
concomitant use of DAYVIGO with strong or moderate 
CYP3A inhibitors.

• CYP3A Inducers: Avoid concomitant use of DAYVIGO 
with moderate or strong CYP3A inducers.

USE IN SPECIFIC POPULATIONS

• Pregnancy and Lactation: There is a pregnancy exposure 
registry that monitors pregnancy outcomes in women who 
are exposed to DAYVIGO during pregnancy. Healthcare 
providers are encouraged to register patients in the 
DAYVIGO pregnancy registry by calling 1-888-274-2378. 
There are no available data on DAYVIGO use in pregnant 
women to evaluate for a drug-associated risk of major 
birth defects, miscarriage, or adverse maternal or fetal 
outcomes.

There are no data on the presence of lemborexant in 
human milk, the effects on the breastfed infant, or the 
effects on milk production. Infants exposed to DAYVIGO 
through breastmilk should be monitored for excess 
sedation. 

• Geriatric Use: Exercise caution when using doses higher 

than 5 mg in patients ≥65 years old.

• Renal Impairment: Patients with severe renal impairment 
may experience an increased risk of somnolence.
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» Carl I. Cohen, MD

I am looking forward to seeing “Mr 
Walker,” a gregarious man with an 
engaging smile, whose cognitive 

functioning has gradually declined 
over the past 4 years. I click his name 
in our telehealth waiting room. The 
screen lights up and through a fuzzy 
computer connection I see him.

He looks around, bewildered. He 
hears my voice but cannot determine 
from where it is coming. He cannot 
focus on the computer screen in front 
of him and does not know what is re-
quired of him. A voice from the side 
says, “Dad there’s the doctor. Didn’t 
you want to ask him something?” 
The patient stares blankly and asks, 
“Where? I don’t see him.” To that, I 
say cheerfully, “Hello, Mr Walker,” 
and I get a glimpse of his familiar 
smile before he falls back into the 

chair in silence. 
Early claims that telehealth is 

“virtually perfect”1 do not fit well 
with our experience with patients 
with dementia. It has been more than 
5 months since our team saw our pa-
tients with dementia in person. Some 
we will never see again, as they have 
succumbed to the coronavirus. Oth-
ers survived the battle with the virus, 
but their brains were injured on the 
battlefield, and their dementia pro-
gressed to a more severe stage of de-
terioration. We have muddled 
through using telehealth—usually 
with video but sometimes by 
phone—but it is not the same as pre-
COVID-19 care. 

Our patients and their caregivers 
(mostly indigent, minorities, and im-
migrants) often do not have the band-
width connections to achieve optimal 
video images. This is not an ideal sit-

Treating Dementia Patients
in the Time of COVID
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uation for patients with disorders that 
impair their intellectual and social 
functioning. They cannot see or hear 
us very well, and they may become 
more confused by the video interface 
or retreat into the background. We 
cannot be sure if they are getting clin-
ically worse or whether the technolo-
gy is creating surplus deficits.

We have adjusted how we treat pa-
tients, and the jury is still out as to the 
impact of these changes. For exam-
ple, during the peak of the pandemic, 
we weighed the infection risks of ob-
taining blood work or neuroimaging 
in labs or radiology centers. These 
risks seemed to outweigh the bene-
fits. On the other hand, because CO-
VID-19 can present atypically in de-
mentia patients2, we were more 
vigilant concerning changes in their 
behavior, function, or cognitive sta-
tus, and encouraged patients to ob-
tain in-person medical evaluations, 
perhaps sooner than under normal 
circumstances. Sometimes with tele-
health we must forgo smaller things, 
even if they are important for good 
geriatric care. Thus, checking blood 
pressure sitting and standing, check-
ing pulse rate and rhythm, measuring 
weight—none of it is done if family 
members do not have the equipment.

Like remotely educating school-
children, telehealth is better than 
nothing. Indeed, the parallels with 
schoolchildren are striking. It is esti-
mated that 10% of individuals 65 
years or older (about 5.6 million peo-
ple) have dementia.3 Roughly two-
thirds of individuals with dementia 
live in noninstitutional residences; 
adult daughters and, to lesser extent 
sons, are the primary caregivers for 
nearly 7 of 10 people.3  One-quarter 
of these people receive some paid 
care, and this number rises to half in 
individuals with severe dementia.3

Increasingly more patients are par-
ticipating in day programs that spe-
cialize in the care of individuals with 
dementia. Those with mild dementia 

can still benefit from senior centers.  
The COVID-19 pandemic eviscer-

ated the patients’ community support 
programs. Keeping people active in 
the day translates to calmer and more 
restful nights, and research suggests 
that exercise and mental stimulation 
may slow the course of these disor-
ders.4 Moreover, 2 vulnerable popula-
tions have had to make tough choices 
about interacting. Many home health 
aides come from communities espe-
cially hard hit by COVID-19. Most 
aides use public transportation that 
amplifies their risk and, at the begin-
ning of the crisis, they did not have 
adequate personal protective equip-
ment. Some decided not to go to 
work. Additionally, in-home nursing 
and physical therapy services were of-
ten discontinued. On the patient side, 
dementia patients with COVID-19 
have twice the mortality rate of non-
demented people.5 Families must of-
ten play a form of Russian Roulette: 
“Will the aide who comes today give 
our parent a fatal case of COVID-19?” 
Consequently, some family members 
voluntarily stay home to care for their 
loved ones. Others that had been 
forced to work from home or were 
laid-off opted to temporarily discon-
tinue home care services. Much as 
COVID-19 taught parents that it is not 
easy to replicate the school experi-
ence, family caregivers learned that it 
is difficult to replace a home aide or 
day program, especially if they are 
facing the additional demands of tele-
commuting and school-age children 
learning at home. 

What does this mean clinically? 
Early in the crisis, close-knit family 
structures unwittingly spread the con-
tagion. To protect their loved ones, 
caregivers faced the challenge of lim-
iting personal contacts with children, 
grandchildren, friends, or other rela-
tives. Outdoor activities had to be re-
stricted as well. Thus, they did not go 
to parks, houses of worship, super-
markets, or restaurants. Commonly, 
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patients complain of loneliness or too 
much time spent staring out the win-
dow or simply lying in bed. The lack 
of daytime activity results in disor-
dered sleep cycles, and they become 
increasingly confused and agitated. 
Diminished stimulation also increases 

depression, psychotic symptoms, 
physical decline, and possibly cogni-
tive decline. Others try to leave the 
house and must be forcibly restrained 
by caregivers. Adult children that 
brought their parent with dementia 
into their homes found that the latter 
often exhibited increased turmoil in 
unfamiliar surroundings. Rules about 
confinement and masks, incompre-
hensible to the individual with de-
mentia, induce anxiety and fear. A 
vicious cycle ensued in which over-
whelmed caregivers become less tol-
erant of the behavioral symptoms of 
their loved ones; this, in turn, aggra-
vates these symptoms. We have pre-
scribed more medications for these 
psychiatric symptoms, not only to 

relieve the patient’s distress but also 
to relieve the caregiver’s burden. 

Increased reliance on medications, 
however, even when used judiciously, 
generates concerns in caregivers and 
physicians. The US Food and Drug 
Administration’s black box warnings 

for most of these drugs (eg, antipsy-
chotic agents) link them with higher 
mortality risks. In the pre-COVID-19 
era, we utilized alternative behavioral 
approaches such as day programs, se-
nior centers, or various recreational 
facilities; given those options, care-
givers were often more receptive to 
non-pharmacological strategies. Late-
ly, I find myself encouraging a modest 
return to public spaces—a walk to the 
park or around the block—but many 
caregivers resist, fearful that such ex-
cursions could risk exposure to conta-
gion, especially when their loved ones 
refuse to wear masks.

The good news is that we have 
been sending fewer condolence 
cards. We hope that a second wave 

will not arise, and we await the re-
emergence of the support network so 
vital for our patients and caregivers. 
Before the pandemic, such networks 
were underappreciated and under-
funded by legislators; now, we fear 
curtailment from prior levels of ser-
vices as states and cities struggle to 
balance their budgets. Taking care of 
individuals with dementia and their 
caregivers is one of the most socially 
interactive specialties in medicine, 
and we are eager to see them in-per-
son again. But because our patients 
are high-risk, they are first out and 
last in for office visits. 

So we plod on, honing our tele-
health skills and maximizing its ben-
efits. For instance, we have found 
that telehealth can unobtrusively 
bring together clinicians and students 
from various disciplines into the pa-
tient’s room, as well as provide 
“home visits” for trainees who rarely 
see where patients live. 

For now, I turn my swivel chair to-
ward the luminous high-pixilated LED 
screen, put on my wireless, noise-can-
celing headphones and, like an inter-
net-age version of the bemused Dr 
Bernard Rieux in Camus’ The Plague: 
“I have no idea what’s awaiting me, or 
what will happen when this all ends. 
For the moment I know this: there are 
sick people and they need curing.”6 

And expectantly, I ask, “Hello, Mr 
Walker, how are you?”

Dr Cohen is State University of New 
York Distinguished Service Professor 
and director of the Division of 
Geriatric Psychiatry at SUNY 
Downstate Medical Center. He is also 
the founding director of the  Center of 
Excellence for Alzheimer’s Disease at 
SUNY Downstate Medical Center and 
the Geriatric Psychiatry Fellowship 
Program. The author receives support 
from the Health Services Research 
Administration Geriatrics Workforce 
Enhancement Program-COVID; Grant 
number T1MHP39042. 
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“He looks around, bewildered. He hears my voice 
but cannot determine from where it is coming. 

He cannot focus on the computer screen. ”

» Jena Lee, MD

Z oom fatigue” describes the 
tiredness, worry, or burnout as-
sociated with overusing virtual 

platforms of communication.1 Like 
other experiences associated with the 
coronavirus (COVID-19) pandemic, 
Zoom fatigue is widely prevalent, in-
tense, and completely new. 

In an effort to understand this new 
fatigue that may tax the more than 
300 million daily participants of 
Zoom2,3, experts representing diverse 
disciplines including acoustics, busi-
ness, and the social sciences have 
contributed their explanations. For 
instance, audio has been proposed as 
the main reason that video meetings 
are draining. It turns out that milli-
second delays in virtual verbal re-
sponses negatively affect our inter-
personal perceptions, even without 
any internet or technical issues.4,5 

Other explanations attribute the 

fatigue to an underlying predisposi-
tion painted by the pandemic back-
drop, such as increased financial 
stress and unemployment. Cognitive 
factors are also likely to contribute to  
fatigue, as an increased ability to vir-
tually multitask threatens our atten-
tional capacity. Exploring such mul-
tifactorial etiologies has delved us 
into a deeper understanding of the 
fragile intricacies that make up the 
precious in-person social interactions 
we had before COVID-19. 

What is the psychological expla-
nation of Zoom fatigue? We can start 
the exploration by revisiting the pro-
cess of mental fatigue. A core psy-
chological component of fatigue is a 
rewards-costs tradeoff that happens 
in our minds unconsciously.6 Basi-
cally, at every level of behavior, a 
tradeoff is made between the likely 
rewards versus costs of engaging in a 
certain activity.7 Even minor deci-
sions, such as pressing the “Delete” 

versus “Backspace” button to erase a 
typed word, are made on the basis of 
these unconscious estimates to maxi-
mize reward (eg, time) over cost (eg, 
effort).8 The link between this reward 
assessment and fatigue then comes 
here: activation of the dopaminergic 
pathways in brain structures associ-
ated with reward (eg, ventral stria-
tum, anterior cingulate cortex [ACC], 
amygdala) increases subjective alert-
ness, energy, and motivation9,10—the 
opposite of fatigue. 

Is a lack of perceived reward rela-
tive to cost during videoconferencing a 
primary psychological mechanism of 
Zoom fatigue? Indeed, social interac-
tions are very much associated with 
our reward circuits, as oxytocin—the 
hormone involved in social bonding—
modulates these same dopaminergic 
pathways involved in reward process-
ing.11 Moreover, how that social inter-
action happens seems to matter. For 
instance, functional MRI data reveal 

that live face-to-face interactions, 
compared to viewing recordings, are 
associated with greater activation in 
the same brain regions involved in re-
ward (ie, ACC, ventral striatum, amyg-
dala).12 So, more active social connec-
tion is associated with more perceived 
reward, which in turn affects the very 
neurological pathways modulating 
alertness versus fatigue. 

This neuropathophysiology may 
explain Zoom fatigue. For example, if 
the audio delays inherent in technology 
are associated with more negative per-
ceptions and distrust between people4,5, 
there is likely decreased reward per-
ceived when those people are video-
conferencing. Another example is di-
rect mutual gaze. There is robust 
evidence on how eye contact improves 
connection—faster responses13, more 
memorization of faces14, and increased 
likeability and attractiveness.15  These 
tools that make interactions organically 
rewarding are compromised over vid-
eo. On video, gaze must be directed at 
the camera to appear like making eye 
contact with an observer, and during 
conferences with 3 or more people, it 
can be impossible to distinguish mu-
tual gaze between any 2 people. 

A Neuropsychological  
Exploration of Zoom Fatigue

“
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Not only are rewards lessened via these social disconnections during vid-
eoconferencing, but there are also elevated costs in the form of cognitive 
effort. Much of communication is actually unconscious and nonverbal, as 
emotional content is rapidly processed through social cues like touch, joint 
attention, and body posture.16 These nonverbal cues are not only used to 
acquire information about others, but are also directly used to prepare an 
adaptive response and engage in reciprocal communication, all in a matter 
of milliseconds.17 However, on video, most of these cues are difficult to vi-
sualize, since the same environment is not shared (limiting joint attention) 
and both subtle facial expressions and full bodily gestures may not be cap-
tured. Without the help of these unconscious cues on which we have relied 
since infancy to socioemotionally assess each other and bond, compensa-
tory cognitive and emotional effort is required. In addition, this increased 
cost competes for people’s attention with acutely elevated distractions such 
as multitasking, the home environment (eg, family, lack of privacy), and 
their mirror image on the screen. Simply put, videoconferences can be as-
sociated with low reward and high cost.

Further yet, there are undoubtedly many other factors contributing to 
Zoom fatigue. The biopsychosocial model commits our field of psychiatry to 
holistically consider all the hidden influences that make up our experiences. 
Biologically, videoconferencing is confounded by a more sedentary daily 
rhythm experienced during the pandemic. Notably, physical activity is associ-
ated with about a 40% reduced risk of fatigue.18 Psychologically, a filtering of 
our stimuli through a fundamental rewards-costs analysis may explain how 
our dopaminergic pathways contribute. Socially, a perfect storm of vast un-
employment, school shutdowns, racial injustices, political divisions, physical 
distancing, and loneliness predisposes everyone in our nation vulnerably.  

The purpose of the biopsychosocial formulation, however, is to guide the 
treatment plan. Although the factors contributing to Zoom fatigue are com-
plicated and multidimensional, a closer examination can lead to hope.  The 
contributing factors, depending on their adjustability, serve as potential 
therapeutic targets to alleviate fatigue and salvage the aspects of social inter-
action that were once unconscious and taken for granted. Exploring alterna-
tive and more explicit ways to improve perceived reward psychologically 
during virtual communication may be a therapeutic approach for not only 
Zoom fatigue, but the mental and physical toll that come with it.

Dr Lee is assistant professor at the David Geffen School of Medicine at 
University of California at Los Angeles and the director of the Pediatric 
Consult-Liaison Service and Pediatric Emergency Psychiatry at UCLA Mattel 
Children’s Hospital. She has nothing to disclose regarding this article. 
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high potential for abuse and dependence. Assess the risk of abuse prior to prescribing and monitor for 
signs of abuse and dependence while on therapy.

 • CONTRAINDICATIONS
 •  Known hypersensitivity to amphetamines or other 

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

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

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

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

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

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

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

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

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

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

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

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

recommended during Vyvanse treatment.

Please see Brief Summary of Full Prescribing Information, 
including Boxed WARNING regarding Potential for Abuse 
and Dependence, on following pages.
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VYVANSE (LISDEXAMFETAMINE DIMESYLATE) 
DEMONSTRATED SIGNIFICANT IMPROVEMENT 
IN ATTENTION IN ADULTS WITH ADHD¹
Primary Endpoint: Average of the PERMP* total scores from all postdose sessions 
measured, from 2 to 14 hours.1,2

S T U D Y

316 REVIEW CLINICAL STUDY

n=104.

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

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

STUDY DESIGN

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

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

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

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

Diagnosis should be based on a complete patient history and full clinical 
evaluation based on the DSM-5®.
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INDICATION AND LIMITATION OF USE
Vyvanse is indicated for the treatment of Attention-Defi cit/
Hyperactivity Disorder (ADHD) in patients ages 6 and above. Vyvanse 
is not indicated or recommended for weight loss. Use of other 
sympathomimetic drugs for weight loss has been associated with 
serious cardiovascular adverse events. The safety and effectiveness of 
Vyvanse for the treatment of obesity have not been established.
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TAKEDA logo are trademarks or registered trademarks of Takeda Pharmaceutical 
Company Limited.
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Hypothetical patient portrayal. Individual results may vary.

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

Vyvanse demonstrated signifi cant 

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

Learn more at VyvansePro.com/Start

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

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

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

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

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

 • CONTRAINDICATIONS
 •  Known hypersensitivity to amphetamines or other 

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

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

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

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

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

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

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

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

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

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

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

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

recommended during Vyvanse treatment.

Please see Brief Summary of Full Prescribing Information, 
including Boxed WARNING regarding Potential for Abuse 
and Dependence, on following pages.
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measured, from 2 to 14 hours.1,2
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†P<0.0001 for Vyvanse vs placebo.

‡Difference in LS mean PERMP total score.
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STUDY DESIGN

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

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

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

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

Diagnosis should be based on a complete patient history and full clinical 
evaluation based on the DSM-5®.
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VYVANSE® (lisdexamfetamine dimesylate)
Capsules 10, 20, 30, 40, 50, 60, 70 mg                 
Chewable tablets 10, 20, 30, 40, 50, 60 mg          CII         Rx Only

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

DRUG INTERACTIONS  
Clinically Important Interactions with Amphetamines

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

Serotonergic Drugs
Clinical Impact: The concomitant use of VYVANSE and serotonergic drugs increases
the risk of serotonin syndrome.
Intervention: Initiate with lower doses and monitor patients for signs and symptoms of
serotonin syndrome, particularly during VYVANSE initiation or dosage increase. If 
serotonin syndrome occurs, discontinue VYVANSE and the concomitant serotonergic
drug(s) [see Warnings and Precautions].
Examples: selective serotonin reuptake inhibitors (SSRI), serotonin norepinephrine 
reuptake inhibitors (SNRI), triptans, tricyclic antidepressants, fentanyl, lithium, tramadol,
tryptophan, buspirone, St. John’s Wort

CYP2D6 Inhibitors
Clinical Impact: The concomitant use of VYVANSE and CYP2D6 inhibitors may increase
the exposure of dextroamphetamine, the active metabolite of VYVANSE compared to
the use of the drug alone and increase the risk of serotonin syndrome.
Intervention: Initiate with lower doses and monitor patients for signs and symptoms of
serotonin syndrome particularly during VYVANSE initiation and after a dosage increase.
If serotonin syndrome occurs, discontinue VYVANSE and the CYP2D6 inhibitor [see 
Warnings and Precautions and Overdosage].
Examples: paroxetine and fluoxetine (also seratonergic drugs), quinidine, ritonavir. 

Alkalinizing Agents
Clinical Impact: Urinary alkalinizing agents can increase blood levels and potentiate the
action of amphetamine.
Intervention: Co-administration of VYVANSE and urinary alkalinizing agents should be
avoided. 
Examples: Urinary alkalinizing agents (e.g. acetazolamide, some thiazides).

Acidifying Agents
Clinical Impact: Urinary acidifying agents can lower blood levels and efficacy of 
amphetamines.
Intervention: Increase dose based on clinical response.
Examples: Urinary acidifying agents (e.g., ammonium chloride, sodium acid phosphate,
methenamine salts).

Tricyclic Antidepressants
Clinical Impact: May enhance the activity of tricyclic or sympathomimetic agents 
causing striking and sustained increases in the concentration of d-amphetamine in the
brain; cardiovascular effects can be potentiated.
Intervention: Monitor frequently and adjust or use alternative therapy based on clinical
response.
Examples: desipramine, protriptyline

Drugs Having No Clinically Important Interactions with VYVANSE
From a pharmacokinetic perspective, no dose adjustment of VYVANSE is necessary
when VYVANSE is co-administered with guanfacine, venlafaxine, or omeprazole. In 
addition, no dose adjustment of guanfacine or venlafaxine is needed when VYVANSE is
co-administered.
From a pharmacokinetic perspective, no dose adjustment for drugs that are substrates of
CYP1A2 (e.g. theophylline, duloxetine, melatonin), CYP2D6 (e.g. atomoxetine, desipramine,
venlafaxine), CYP2C19 (e.g. omeprazole, lansoprazole, clobazam), and CYP3A4 (e.g. 
midazolam, pimozide, simvastatin) is necessary when VYVANSE is co-administered.

USE IN SPECIFIC POPULATIONS
Pregnancy
The limited available data from published literature and postmarketing reports on use of
VYVANSE in pregnant women are not sufficient to inform a drug-associated risk for major
birth defects and miscarriage. Adverse pregnancy outcomes, including premature delivery
and low birth weight, have been seen in infants born to mothers dependent on 
amphetamines. Monitor infants born to mothers taking amphetamines for symptoms of
withdrawal such as feeding difficulties, irritability, agitation, and excessive drowsiness.

Lactation
Lisdexamfetamine is a pro-drug of dextroamphetamine. Based on limited case reports
in published literature, amphetamine (d-or d, l-) is present in human milk, at relative 
infant doses of 2% to 13.8% of the maternal weight-adjusted dosage and a milk/plasma
ratio ranging between 1.9 and 7.5. There are no reports of adverse effects on the 
breastfed infant. Long-term neurodevelopmental effects on infants from amphetamine
exposure are unknown. It is possible that large dosages of dextroamphetamine might
interfere with milk production, especially in women whose lactation is not well 
established. Because of the potential for serious adverse reactions in nursing infants,
including serious cardiovascular reactions, blood pressure and heart rate increase, 
suppression of growth, and peripheral vasculopathy, advise patients that breastfeeding
is not recommended during treatment with VYVANSE.

Pediatric Use
Safety and efficacy in pediatric patients below the age of 6 years have not been 
established.
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» Heidi Anne Duerr, MPH

The best indicator of the future is looking at the 
past,” Sidney Zisook, MD, told attendees. 
Zisook, director of the University of Califor-

nia, San Diego Residency Training Program and a 
distinguished professor of psychiatry at UCSD, 
spoke to the future of psychiatry in the Educator of 
the Year Lecture. 

Zisook grounded attendees by sharing 
a brief history of psychiatry, beginning 
around 2000 BC. The prevailing psychi-
atric theory was “eat this root.” Over 
time, humans and psychiatric treatment 
theory evolved. Around 1000 BC, eating 
roots was considered heathen and prayer 
was the answer to psychiatric ills. Fast 
forwarding through time, mental health 
care professionals moved to potions circa 
1850 AD, pills in the 1950s, and then the 
Prozac revolution and more effective pills in 1985. 
As we hit the 2000s, we heard, “That pill is artifi-
cial. Here, take this root.” So, he posed, perhaps the 
future is really just a reflection and refinement of 
the past. 

To further explore the future of psychiatry, 
Zisook turned to colleagues across the country 
and asked them about their hopes, fears, and pre-
dictions. Among the common themes were the 
prediction that the field will grow as a specialty, as 
noted by Joan Anzia, MD, vice chair for education 

“

CONFERENCE REPORTER

Experts Share Clinical Tips and 
Insights at 2020 Annual Psychiatric 
Times® World CME Conference™

Interactive Experience Featured Leading Experts
»  John J. Miller, MD

Editor in Chief, Psychiatric TimesTM

P sychiatric Times™, along with our colleagues at Physicians’ Education 
Resource, would like to thank everyone who participated in the 2020 
Annual Psychiatric Times® World CME Conference™, which was 

held virtually October 15 - 17. 
During this year’s conference, our esteemed faculty of 30 presenters cov-

ered a diverse range of clinically relevant topics applicable to the daily clinical 
practice of psychiatry. Presentations, including several Medical Crossfire® 
discussions on hot and controversial topics, ranged from 15 to 45 minutes, 
allowing for an adequate review and update of many topics. Question-and-answer roundtables were 
interspersed so faculty could engage virtually via audience-submitted questions, bringing the confer-
ence to life. Here you will find reviews of a sampling of the sessions. 

Feedback has been excellent, and we look forward to next year’s conference, which will be held 
September 30th through October 2nd, 2021, in San Diego, CA. ❒

allowing for an adequate review and update of many topics. Question-and-answer roundtables were 

of care and outcomes. And while Zisook said per-
sonalized medicine will remain an aspiration, the 
human elements (eg, cultural sensitivity and strong 
therapeutic alliances) will remain central to the 
field’s successes.

In psychiatric training, Zisook said it is impera-
tive that the field embarks on cutting edge research 
and pursues innovative treatment while prioritiz-
ing patient narratives and the doctor-patient rela-
tionship to continue to attract and retain top notch 
talent. Similarly, he said burnout must be ad-
dressed, with an emphasis on wellness. There are 
too many clinicians who suffer from depression 
and addiction. 

After considering the fears and hopes for psy-
chiatry, Zisook said the field needs to learn from its 
failures, learn to persist, and learn humility. He 
quoted Michael Jordan: 

I’ve missed more than 9000 shots in my 
career. I’ve lost almost 300 games. Twen-
ty-six times I’ve been trusted to take the 
game-winning shot and missed. I’ve 
failed over and over and over again in 
my life. And that is why I succeed.

Ultimately, he reminded attendees, the past is 
not so much different from the future, and 2030 is 
likely to be similar to (as opposed to different 
from) 2020. Still, he said he believes there will be 
at least 1 major breakthrough treatment that no-
body has yet to imagine. And, he concluded, “Psy-
chiatry will continue to be a rewarding and essen-
tial calling.” ❒

in the department of Psychiatry and Behavioral 
Sciences at Northwestern Medicine. Indeed, 
Zisook noted that there are more residents choos-
ing psychiatry as a specialty, leaving less room for 
international graduates. 

Sheldon Benjamin, MD, interim chair of the de-
partment of psychiatry at the University of Mas-
sachusetts Medical School, said he hopes the field 
will increasingly work with case managers and 

primary care physicians to provide new 
opportunities for prevention, screening, 
and decreasing stigma. Again, Zisook 
felt psychiatry was moving in the right 
direction with collaborative and integra-
tive models of care. 

In his exploration, Zisook also looked 
to The WPA-Lancet Psychiatry Com-
mission on the Future of Psychiatry for 
guidance in imaging the future of psy-
chiatry. Although the commission exam-

ined 6 areas, Zisook focused on 2 of them that he 
felt spoke to the heart of psychiatry: the patient and 
treatment and training the psychiatrist of the fu-
ture. He imagined psychiatrists will become team 
leaders, as care extenders help address the need for 
care and make up for shortages in psychiatry man-
power. Technology would continue to play an im-
portant role in care. From smart phones and apps 
that allow patients to monitor and record their 
symptoms in between visits to telepsychiatry, he 
noted the digital world can help improve delivery 

A Glimpse Into the Future of Psychiatry:
Educator of the Year Award

primary care physicians to provide new 
opportunities for prevention, screening, 
and decreasing stigma. Again, Zisook 
felt psychiatry was moving in the right 
direction with collaborative and integra-
tive models of care. 

to The WPA-Lancet Psychiatry Com-
mission on the Future of Psychiatry for 
guidance in imaging the future of psy-
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Just because it’s natural, doesn’t mean there 
aren’t side effects,” said David A. Gorelick, MD, 
PhD, DLFAPA, in his presentation on the clini-

cal, legal, and ethical issues surrounding cannabis. 
Cannabis, the third most widely used psychoac-

tive drug, is a hot button issue in the United States. 
As Gorelick noted, the country is divided on state 
and federal levels about the legality  of cannabis 
and all cannabis-related products. Federally, can-
nabis is illegal, classified as a Schedule I drug by 
the Controlled Substances Act (CSA). Several 
states, however, have expanded and adopted laws 
for the legalization of cannabis, with 33 approved 
for legal medical cannabis use. The 2018 Farm Act 
legally approved hemp, or the Cannabis sativa 
where the delta-9 tetrahydrocannabinol concentra-

tion (or THCs) is below 0.3%.  
Very few other cannabis-derived products have 

been approved, he explained. Those that 
have are used to treat childhood seizures, 
nausea in cancer or chemotherapy pa-
tients, and spasticity in multiple sclerosis. 

There are few controlled clinical tri-
als on cannabis and cannabis-derived 
compounds, which are the gold standard 
for regulatory approval, Gorelick report-
ed. The scattered case studies do not es-
tablish efficacy, and therefore cannot 
prove the safety and effectiveness of 
these substances for treatment of any dis-
ease or condition. Until more observance is done 
clinically, the likelihood of federal approval of can-
nabis is low. 

Gorelick also spoke on cannabis use disorder. 

To treat patients with cannabis use disorder, he 
suggested the use of psychosocial modalities, 

which have proven efficacy in controlled 
clinical trials, such as cognitive behav-
ioral therapy (CBT) and motivational 
enhancement therapy (MET). He stated 
that while contingency management 
was effective when combined with ei-
ther CBT or MET, it was minimally ef-
fective when used as the singular meth-
od of treatment. 

As to the suggestion of whether or 
not oral CBD can effectively treat social 
anxiety disorder, Gorelick warned 

against listening to rumors. There are no clinical 
trials or evidence to suggest its effectiveness, but if 
the patient truly believes it is helpful, he recom-
mended monitoring side effects and efficacy. ❒

» Laurie Martin 

Should bipolar disorder be treated with antide-
pressants? There is no short answer, but that 
was the topic of a Medical Crossfire® at the 

conference. A lively discussion was had by all in 
this session moderated by Roger McIntyre, MD, 
and joined by Chris Aiken, MD; S. Nassir Ghaemi, 
MD; and Joseph F. Goldberg, MD. 

Chris Aiken, MD, shared his experience working 
with patients with bipolar disorder who are pre-
scribed antidepressants. “In bipolar depression, 
about 90% of the responses you see with antidepres-
sants are due to the placebo,” said Aiken, director of 
the Mood Treatment Center; instructor in clinical 
psychiatry at Wake Forest University School of Med-
icine in Winston-Salem, NC; editor in chief of Carlat 
Psychiatry; and mood disorders section editor at 
Psychiatric Times®. “Bipolar depressions last 2 to 3 
months on average, so if you start an antidepressant 
in the middle of an episode, you’re likely to think that 
it worked when it was just the natural ebb and flow 
of the illness. If it were a sugar pill, this wouldn’t be 
a problem, but over time, these antidepressants can 
cause rapid cycling, mixed states, and mania.”

Rapid cycling is the most difficult risk to detect 
because it has a slow build. “In the Step-BD trial, 
antidepressants sped up the frequency of episodes 
three-fold in patients who were prone to rapid cy-
cling.” Aiken recommended using mood charts to 
detect changes in episode frequency.

SYSTEMIC ISSUES. S. Nassir Ghaemi, MD, profes-
sor of psychiatry at Tufts University School of Med-
icine, and lecturer on psychiatry, Harvard Medical 
School, Boston, MA, addressed the complexities in 
resolving bipolar depression with antidepressants. 
“The majority of patients with bipolar illness are 

Cannabis in Psychiatry: Prominent Issues and Developments

The Debate Goes On: Are 
Antidepressants for Bipolar Moot?

getting an antidepressant. They have been since I 
entered the field in 1995. Over 25 years of my talk-
ing about this and writing about this, it hasn’t 
changed; it has gotten worse,” he told the audience.

The larger problem is in the profession of psy-
chiatry, said Ghaemi. Historically, psychiatry’s 
orientation was psychoanalytic, but in the 1980s 
the field shifted toward psychopharmacology. “It 
seems as if we say that a particular subclass of our 
drugs are not effective, or are not as effective as we 
thought, we are somehow harming the profession 
of psychiatry itself.”

“This psychopharmacological efficacy is seen 
as equivalent to professional competence, which of 
course is false,” said Ghaemi. In any other area of 
medicine, some drugs work for some things and 
they do not work for others, he explained. It is 
nothing bad to say that a certain class of drug does 
not work for a certain disorder. And herein lies the 
controversy: “Psychiatrists are almost unwilling to 
say that about anything. And if there’s one place 
where it’s clear, it is that antidepressants are not 
effective in bipolar depression.”

PERSONALIZED TREATMENT. Joseph F. Goldberg, 
MD, took a different view, stating that antidepres-
sants may work in a subset of patients with bipolar 
depression like “someone who has never had rapid 
cycling, substance abuse, recent manic symptoms 
. . . But you don’t see that too often.” Dr Goldberg, 
clinical professor of psychiatry at Icahn School of 
Medicine at Mount Sinai, New York, NY, added 
that we have few studies of antidepressants in bi-
polar depression. 

Rather than trying to figure out whether antide-
pressants work in bipolar depression, Goldberg 
called for research to better characterize who re-
sponds to antidepressants and who gets worse on 
them. As an example, he cited a meta-analysis by 
Ghaemi that found patients who were homozygous 
for the short arm of the serotonin transporter gene 

(S/S at 5-HTTLPR) were 135% more likely to 
have antidepressant-induced mania.1

He warned against lumping all antidepressants 
into one category given their varied mechanisms of 
action. “None of the newer agents have been studied 
in bipolar depression—including vortioxetine and 
vilazodone—so we can’t say what they would do.” 

AN AREA OF AGREEMENT. Roger McIntyre, MD, the 
moderator of the Plenary Session: Special Report 
on Bipolar Disorder and program co-chair of the 
conference weighed in. “My own view is that anti-

“My own view is that antidepressants have been, frankly, 
largely useless to most people that I have seen—and 

useless would be considered a good outcome.” 
- ROGER MCINTYRE, MD

which have proven efficacy in controlled 
clinical trials, such as cognitive behav-
ioral therapy (CBT) and motivational 
enhancement therapy (MET). He stated 
that while contingency management 
was effective when combined with ei-
ther CBT or MET, it was minimally ef-
fective when used as the singular meth-
od of treatment. 

DAVID A. GORELICK,
MD, PhD, DLFAPA
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D avid N. Osser, MD, shared 10 examples of 
evidence from the Psychopharmacology Al-
gorithm Project at the Harvard South Shore 

Psychiatry Residency Training Program that might 
change how you practice. “We’re offering you re-
alistic, evidence-based medicine,” Osser explained.

The published and peer-reviewed algorithms, 
available online at psychopharm.mobi/algo_live, 
help practitioners determine treatments with the best 
efficacy, tolerability, and cost. They intend to lighten 
the load for clinicians who cannot keep up with the 
volume of new research by providing decision-mak-
ing tools that are practical for everyday usage.

1Selection of first antidepressant for major depression.
If the patient has not had an adequate trial of 

sertraline, escitalopram, or bupropion, the algo-
rithm suggests 2 selective serotonin reuptake in-
hibitors as the first line of treatment for depression. 
Meta-analyses indicate that sertraline and escitalo-
pram are among the most effective, best tolerated, 
and least costly. Bupropion should be 
considered if the patient wishes to avoid 
the risk of sexual side effects. Serotonin 
and norepinephrine reuptake inhibitors, 
mirtazapine, vortioxetine, and tricyclic 
antidepressants are not recommended as 
first line treatment due to various side ef-
fects, health risks, or cost.

2Selection of a second treatment for major 
depression. If there is no response af-

ter an adequate trial with the agents pre-
viously suggested, try to switch or augment. No 
evidence suggests preferring either switching or 
augmenting; it is mostly the patient’s choice.

3Duloxetine as an alternative to an SSRI and a first line 
treatment for general anxiety disorder (GAD). Dulox-

etine may be a good first choice when treating GAD 
because its efficacy is similar to that of an SSRI, it 
has lower rates of sexual side effects, and it is US 
Food and Drug Administration-approved. Con-
cerns include infrequent urinary retention, perspira-
tion, and risk for those with liver abnormalities. 

4Hydroxyzine as an alternative to an SSRI and a first line 
treatment for GAD. Hydroxyzine, an antihistamine 

with 5-HT2 receptor blocking effects, has low 
abuse potential, sedating properties, and a lack of 
sexual side effects. However, clinicians are skepti-
cal of it because it has no benefit for comorbid dis-

orders like depression or other anxiety disorders.

5Pregabalin as an alternative to an SSRI and a first line 
treatment for GAD. Approved for GAD in Europe, 

pregabalin was found to be comparably effective to 
other medications for both somatic and psychic 
symptoms of GAD. It was not approved by the 
FDA for an undisclosed reason. It has a rapid on-
set, helps with sleep, but may have dangerous side 
effects for the elderly, such as somnolence, dizzi-
ness, and increased risk for fractures via fall.

6Bupropion as an alternative to an SSRI and a first line 
treatment for GAD. While bupropion is not usually 

considered for treating anxiety, a double-blind 
controlled trial with 24 outpatients aged 18-64 
years with DSM-IV GAD found endpoint scores 
favored bupropion over escitalopram.

7Benzodiazepine should not be a first line option.  De-
spite the advantages of benzodiazepine, the side 

effects (eg, sedation, memory impairment, and psy-
chomotor dysfunction like falls and car accidents) 

are dissuading. Additionally, up to 40% 
of patients develop tolerance or depen-
dence. It could be fatal when combined 
with opiates and should not be used in 
patients with substance use disorders.

8For nightmares or disturbed awakenings 
in patients with posttraumatic stress dis-

order try prazosin. Prazosin, a non-sedating 
alpha-1 antagonist, crosses the blood-
brain barrier. It has 5 out of 8 positive 
placebo-controlled studies, whereas ser-

traline has 4 randomized controlled negative place-
bo-controlled trials in Veterans and no positive trials. 

9  Dose prazosin properly.  The algorithm notes a 
regimen of dosage that best works for men, and 

a separate, lower dose regimen for women based 
on a 2013 study by Raskind and colleagues.

10 The pharmacotherapy of obsessive-compulsive 
disorder (OCD). Meta-analysis of the dose-re-

sponse relationship shows only a 9% or 7% greater 
decline in OCD symptoms for those on a high dose 
SSRI compared to a low- or medium-dose SSRI. 
So, a good trial on a low dose should occur first.

This list is only a demonstration of how the al-
gorithms might assist a clinician’s decision-mak-
ing process. Osser hopes these algorithms can help 
avoid ineffective, inefficient, or harmful medical 
practices. ❒

CONFERENCE REPORTER

depressants have been, frankly, largely useless to 
most people that I have seen—and useless would 
be considered a good outcome.” 

Some consensus emerged around 2 opposing 
facts. While antidepressants carry a significant risk 
of mood destabilization, they are effective in a 
small minority of bipolar patients, which Ghaemi 

estimated at fewer than 20%. “The problem is that 
60% of patients with bipolar disorder are taking 
them, and most of those antidepressants are pre-
scribed without a mood stabilizer,” said Ghaemi.2

All agreed that antidepressants have meager 
benefits and clear risks in bipolar disorder. What is 
less clear is when to use them and when to come off 

them, and therein lies the controversy. 

REFERENCES
1. Daray FM, Thommi SB, Ghaemi SN. The pharmacogenetics of antide-
pressant-induced mania: a systematic review and meta-analysis. Bipolar 
Disord. 2010;12(7):702-706.
2. Rhee TG, Olfson M, Nierenberg AA, Wilkinson ST. 20-Year Trends in the 
Pharmacologic Treatment of Bipolar Disorder by Psychiatrists in Outpa-
tient Care Settings. Am J Psychiatry. 2020 Aug 1;177(8):706-715. ❒

are dissuading. Additionally, up to 40% 
of patients develop tolerance or depen-
dence. It could be fatal when combined 
with opiates and should not be used in 
patients with substance use disorders.

8
order try prazosin. 
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» Laurie Martin 

A lleviating migraines can 
attenuate psychiatric 
comorbidities, Heidi  

Moawad, MD, told attendees. 
Moawad, clinical assistant 
professor, Division of Medi-
cal Education, Case Western 
Reserve University School of 
Medicine, Cleveland, OH, spoke about thera-
peutic interventions and best practices for mi-
graine treatment as it relates to psychiatric co-
morbid conditions.

Clinicians have a limited repertoire for ap-
proaching migraine and psychiatric treatment. 
“Off-label antidepressants can be used for mi-
graine prophylaxis, and there has to be some con-
sideration of the appropriate doses for migraine 
versus the dose for depression,” she said.

If patients come to a psychiatrist with a previ-
ously prescribed medication that is no longer ap-
propriate, communication and patient education 
are key. “Speak to the patient about why that 
dose has been changed and what they can expect 
in anticipating the change.”

“Whether antidepressants are being used to pre-
vent migraine or to treat depression, adverse effects 
can be very upsetting to patients and can affect their 
well-being,” Moawad told attendees. Patients can 
experience sleep disturbances, fatigue, and day-
time drowsiness. She also noted weight gain or 
weight loss is one of most common adverse effects 
with which patients struggle. Some patients can 
also be at risk for suicidal ideation when taking an-
tidepressants, and some patients may experience 
mania as well.

In thinking about the treatment implications 
of migraine and psychiatric comorbidities, pre-
scription medications are important, as are thera-
peutic interventions and procedures. Patients 
with migraines are often compliant with lifestyle 
modification strategies. 

According to Moawad, patients are often 
drawn to other interventions, such as migraine 
prevention devices, particularly because there 
may be fewer adverse effects and drug interac-
tions. Lifestyle changes, such as dietary factors 
(eg, avoiding certain foods), and avoiding cer-
tain odors or bright lights can be effective. The 
use of questionnaires to monitor changes in 
symptoms can be useful for patients’ self-aware-
ness and ability to assess progress. ❒

Psychiatric Disorders and 
Migraine Comorbidity: 
Treatment Implications

Algorithms for Improved Practice

DAVID N. OSSER, MD
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T
he Accreditation Council of Graduate Med-
ical Education (ACGME) requires all resi-
dency training programs to “provide in-
struction and experience in pain 

management if applicable for the specialty, in-
cluding recognition of the signs of addiction.” 
United States psychiatry residents and all psychi-
atric fellows are being taught how to “prevent ad-
diction wherever possible while effectively treat-
ing pain,” “recognize addiction in its earliest 
stages,” “use non-pharmacologic means wherever 
possible,” and to “function effectively in systems 
of care for effective pain relief and addiction.”1 

While the current spotlight on opioid overdose 
and related morbidity has prompted mandates for 
psychiatry training programs to educate trainees in 
chronic pain management, the overlap between 
chronic pain and psychiatric illness, including alco-
hol and drug use disorders (AUDs, DUDs), has long 
been observed in clinical practice.2 Among people 
with substance use disorders (SUDs), chronic pain 
may be both a driver of substance use and a contrib-

utor to worse SUD treatment prognosis.3 The re-
verse has also been found, with substance use being 
associated with greater pain interference and poor 
outcomes.4 Given this high degree of overlap be-
tween chronic pain and SUD as well as other psychi-
atric comorbidities including depression, anxiety, 
and posttraumatic stress disorder5, some clinicians 
are suggesting the question of pain or addiction 
should be re-examined. Rather than treating these as 
distinct disorders, which reinforces siloed treatment, 
it may be more appropriate to consider an integrative 
model of “multimorbidity” (ie, multiple illnesses 
existing together and interacting in complex ways) 
and to treat chronic pain, SUDs, and co-occurring 
psychiatric disorders simultaneously.6 

Treating multimorbidity in practice

CASE VIGNETTE

“Ms Morris” is a 52-year-old female with chronic 

pain. She comes to see you in your outpatient clinic 
reporting symptoms of depression and anxiety. She 
has a history of AUD but denies any problems with 
her current use, which she describes as “a couple of 
beers a week, usually on the weekend” and never 
drinking 4 or more drinks in a 2-hour period. Her 
primary care doctor has prescribed oxycodone and 
initiated a taper 6 months earlier. After reducing 
from 120 mg oxycodone to 90 mg oxycodone, Ms 
Morris’ taper has stalled, as she cites increased 
pain. The primary care doctor consulted you to help 
determine if she has an OUD, to assess her worsen-
ing depression and anxiety, to evaluate her alcohol 
use, and to help develop a treatment plan. 

Upon evaluation, Ms Morris does not meet cri-
teria for DSM-5 OUD. She denies aberrant use, 
cravings, or any negative consequences. There is 
no evidence of loss of control other than a stalled 
taper. Certainly, tolerance and withdrawal are 
present, but these criteria are excluded from the 
symptom count criteria since an opioid is being 
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chronic pain. 
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• Recognize the difference between acute and chronic pain.

• Understand the role of buprenorphine in helping patients with 
chronic pain stop full agonist opioids.

• Generate a treatment plan that includes both pharmaco- and psy-
chotherapeutic strategies for patients with chronic pain on opioids, 
with and without opioid use disorder.  
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prescribed. 
It is determined that Ms Morris meets criteria 

for major depression. She is isolating more and has 
disconnected from friends. She spends most of her 
days on her couch at home watching television. 
She drinks 1 to 2 beers about 3 to 4 nights a week. 
She drank very heavily 2 decades ago, attending a 
few peer support meetings for help. She does not 
meet criteria for an AUD at this time.

What are the next steps? Do you refer her back 
to the consulting physician to continue an opioid 
taper because Ms Morris does not have an OUD 
diagnosis? What antidepressant do you recom-
mend? What is the role of alcohol counseling and 
monitoring in Ms Morris’ care? What is your role 
in chronic pain care?

Acute versus chronic pain 
A primary reason psychiatrists are reluctant to 
treat chronic pain is that they typically are not 
trained in one of the first steps in pain management: 
diagnosing the underlying pain generator, such as 
rheumatoid arthritis or spinal stenosis. Without 
that step, there may be a related belief that there is 
no role for the psychiatrist once a diagnosis is 
made. Put another way, we often view chronic pain 
as a biomedical model. Yet, research findings in 
pain management instead support a biopsychoso-
cial model, in which psychiatrists are well-versed. 
Additionally, psychiatrists are often uncertain 
what to do when a patient complains of break-
through pain (a flare-up of pain); we fear missing 
a medical emergency. It would be a mistake to con-
clude, however, that psychiatrists are not natural 
and valuable members of a pain care team. Rather, 
close partnership with the primary care or pain 
provider (whoever is leading the overall pain care 
plan) is essential. In order to be effective members 
of the team, psychiatrists should keep the follow-
ing key concepts in mind: 

Chronic pain is recognized as “pain that persists 
past normal healing time and hence lacks the acute 
warning function of physiological nociception.”7 
Pain is usually classified as chronic when it lasts 
more than 3 to 6 months. Acute pain (lasting less 
than 3 to 6 months since date of injury) is managed 
differently and not within the scope of general psy-
chiatry practice. Making the distinction between 
acute and chronic pain is crucial and can be done 
through conversation and collaboration with the 
primary care provider or pain specialist. Addition-
ally, psychiatrists should ask about the expected 
clinical course of the diagnosis, indicators of wors-
ening illness, and when to refer a patient to the 
primary pain care team to clarify the process for 
addressing any clinical concerns.

Breakthrough pain (or pain flare-up) is com-
mon in chronic pain and not typically a marker of 
worsening tissue damage. Rather, abrupt changes 
in functional status, changes in bowel/bladder 
function, and new areas of numbness or weakness 
should prompt a call to the primary pain care treat-
ment team.

Nonpharmacologic treatments
Current guidelines recommend the use of multi-
modal chronic pain treatment with increased up-
take of nonpharmacological pain treatment modal-
ities as a first line approach.8 Such interventions 

are often broken down into active (ie, something 
the patient does) versus passive (ie, something that 
is done to the patient) therapies. The more active 
the therapy, the better, as they allow patients to 
take back some control that living with chronic 
pain has taken from them. Active therapies are 
more likely to improve physical conditioning, a 
benefit for both pain and general health. Physical 
therapies, paced physical exercise, and stretching 
are all beneficial. 

Among the most well-studied active therapies is 
cognitive behavioral therapy (CBT). There are 
specific cognitive behavioral therapies designed to 
treat chronic pain (CBT-chronic pain) and SUDs 
(CBT-SUD) individually. Generally, CBT will ask 
patients to track (and focus on) symptom severity 
to assess whether discrete interventions are effec-
tive. However, in the case of CBT for chronic pain, 
patients are directed to track functioning or coping 
instead of symptom severity (ie, pain intensity). 
When faced with pain flare-ups, the CBT therapist 
encourages patients to engage in some physical 
activity and challenges the assumption that tissue 
damage is likely the cause of the flare-up. Three 
pilot studies9-11 and 3 randomized clinical trials12-14 
have found support for the efficacy of CBT when 
used for both chronic pain and substance use dis-
orders. Using CBT, patients unlearn the associa-
tion between pain and substance use and instead 

build a repertoire of healthy non-drug related be-
haviors to manage pain. Mindfulness-based strate-
gies are also emerging as beneficial not only for 
the management of chronic pain15, but also for use 
in patients with SUDs.16 Simple therapeutic inter-
ventions targeting goal-setting, distress tolerance, 
and activity planning are core components of both 
chronic pain management and SUD treatment. 
These are bread and butter interventions with 
which most psychiatrists are familiar.

Passive interventions for chronic pain include 
joint or muscle injections (eg, intra-articular corti-
costeroid injections, trigger point injections, botu-
linum toxin, nerve blocks), nerve stimulators, acu-
puncture, massage, chiropractic manipulations, 
application of heat/ice, and of course, medications.

 When discussing the rationale for active thera-
pies over and above passive therapies (including 
medications), psychiatrists will often need to edu-
cate their patients on the science of chronic pain. 
“But wait!” a patient might say. “You’re going to 
explain pain to me when I’ve been living it for 20 
years?” A strong therapeutic alliance, aided by a 
spirit of curiosity and acknowledgement that the 
patient has a meaningful narrative to tell and valid 
life experience, is a key component for managing 
all medical conditions, including chronic pain. 

First and foremost, patients need to hear us ac-
knowledge that their pain is real—because it is. If 

Table 1. Pharmacotherapy for Pain Management and Substance Use Disorders

Medication Pain Uses SUD Uses

1st Line: Non-Opioid Analgesics

Nonsteroidal anti-inflammatory 
drugs and acetaminophen

Acute and chronic nociceptive pain None

Serotonin-norepinephrine 
reuptake inhibitors and  
tricyclic antidepressants

Neuropathic pain, fibromyalgia, migraine 
prevention

None

Antiepileptic drugs
Neuropathic pain, fibromyalgia, migraine 
prevention

AUD (topiramate, 
gabapentin), CUD 
(topiramate)

Skeletal muscle relaxants
Muscle hypertonicity, involuntary jerks,
musculoskeletal conditions

EtOH w/d, CUD 
(baclofen)

Alpha 2 agonists (clonidine) Neuropathic pain
Mitigate symptoms of 
opioid w/d

Benzodiazepines (diazepam) Muscle spasms and spasticity
Mitigate symptoms of 
EtOH w/d

Lidocaine (topical) Neuropathic pain

NoneCapsaicin (topical) Neuropathic and nociceptive pain

Diclofenac (topical) Nociceptive pain

Opioid Agonists and Antagonists

Buprenorphine
May be used in chronic pain, alternative 
to taper for patients on LTOT

OUD – requires X waiver

Naltrexone
Chronic, neuropathic pain (low dose 
naltrexone, compounded preparation)

AUD, OUD (full dose)

Methadone

NMDA receptor antagonist, NE reuptake 
inhibition preferable for chronic pain, 
though safety concerns similar to other 
full mu agonists
Dosed once daily for OUD, however 
analgesia lasts 6-8 hours

OUD – use restricted to 
OTP
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you were to say, “I’m feeling cold,” only to have 
someone dismiss your experience as “being all in 
your head,” you would most likely become very 
irritated (and then go get a sweater). What fre-
quently benefits patients, typically after relaying 
their experience, is an explanation of the science 
of pain. The truth is, once the site of peripheral 
tissue damage has healed, continued pain is trans-
mitted from the periphery through the spinal tracts 
and processed in the brain. This process, in which 
the pain generator moves from the peripheral to 
the central nervous system, is called “central sen-
sitization.” The good news is that the brain is hard-
wired to interact with the environment and is influ-
enced by one’s thoughts and experiences, things 
that patients have control over and, therefore, can 
intervene upon. Psychiatrists might say, “We 
might not be able to fix your pain, but we can work 
together to make sense of your pain and get you 
back to living more of the life you want.”

As in Ms Morris’s case, it is common to identify 
heavy alcohol use in people with chronic pain, and 
clinicians should address and treat alcohol use. 
There is a common belief among patients that alco-
hol will dull the pain and, while they are not wrong, 
it requires doses consistent with binge drinking to 
do so. Binge drinking is associated with further 
trauma and associated pain. Long-term heavy 
drinking can actually make the pain experience 
worse over time and become a barrier to initiation 
of alcohol abstinence in people with AUD.17 

Additionally, people who use opioids, alcohol, 
and other drugs often develop negative emotional 
states between use, known as hyperkatifeia, or a 
hypersensitivity to emotional distress, which is it-
self a painful state and worsens physical pain.18 
Because of overlapping mechanisms by which al-
cohol and opioids reduce pain, co-use of both can 
diminish the efficacy of either to reduce pain; in 
addition, co-use increases risk of falls, fractures, 
and non-fatal and fatal overdose. Understanding 
the complex interactions of chronic pain and sub-
stance use can help providers more effectively part-
ner with patients to set goals and relieve suffering.

Pharmacologic treatments 
Once the care team has decided to use pharmaco-
logic treatments, non-opioid analgesics should be 

optimized first. Non-steroidal anti-inflammatory 
drugs (NSAIDs) and acetaminophen, topical anes-
thetics, serotonin-norepinephrine reuptake inhibi-
tor (SNRIs), tricyclics, and antiepileptics, includ-
ing gabapentinoids,  are al l  s tandard 
pharmacotherapy for chronic pain. Psychiatrists 
are generally comfortable prescribing antidepres-
sants and antiepileptics for a number of psychiat-
ric conditions, and they can include chronic pain 
as 1 of these conditions. Several analgesics have 
dual benefit in treating specific SUDs (Table 1). 

Opioids have generally fallen out of favor as a 
treatment for chronic pain except in situations of 
palliative care and should be considered as third-
line therapy that is monitored closely and kept at 
low doses. Emerging evidence indicates that long-
term use of opioids for chronic pain does not sub-
stantially improve the pain experience compared 
to non-opioid therapies, and it is associated with 
more side effects and risks of harm.19 With that 
said, because of prescribing practices and ideas 
about opioids and pain over the past 2 decades, we 
are in a situation where many patients are on long-
term opioid therapy (LTOT), sometimes at very 
high doses, and they continue to have chronic 
pain. Further, some of these patients have devel-
oped an OUD, whose treatment will now require 
considerations surrounding effective management 
of both OUD and chronic pain. Many of these pa-
tients are seen in psychiatric offices, although gen-
erally psychiatrists are focused on the patient’s 
comorbid mood, anxiety, trauma, or cognitive 
complaints. 

In sum, psychiatrists are uniquely positioned to 
collaborate on the management of patients’ chron-
ic pain. They have unique training in CBT and oth-
er psychotherapies. They prescribe medication that 
frequently overlaps with chronic pain manage-
ment, and they have general knowledge of SUD 
treatment, including the use of buprenorphine. 

Unique role of buprenorphine
Buprenorphine, originally developed as an analge-
sic, for a time fell out of favor in treating pain 
while its use in treating OUD became more prev-
alent. For those on LTOT, however, buprenorphine 
provides several benefits over full mu receptor 
agonists. Buprenorphine acts as a partial agonist at 

the mu opioid receptor (MOR), an antagonist at 
the kappa (KOR) and delta (DOR) opioid recep-
tors, and a full agonist at the opioid receptor-like 
(ORL1) receptor.20-23 Buprenorphine can provide 
several benefits as an alternative to LTOT for pa-
tients with and without comorbid OUD. Buprenor-
phine’s high affinity for the MOR and slow disso-
ciation allow for effective and long-lasting 
analgesia at relatively low doses.20 There is often 
concern among clinicians that, as a partial MOR 
agonist, analgesia provided by buprenorphine will 
reach a ceiling effect, however buprenorphine pro-
vides analgesia similar to full MOR agonists, 
which may in part be due to its activity at the 
ORL1 receptor.20,21,23 Due to increased activity in 
the spinal cord and reduced activity in the brain, 
there is a substantially-reduced risk of opioid-re-
lated adverse effects, including a ceiling effect on 
respiratory depression.21,23 Antagonist activity at 
the KOR and DOR result in lower likelihood of 
misuse, reduced CNS depression, and less dys-
phoria.20 Patients maintained on LTOT, particular-
ly during attempts at taper, may experience affec-
tive instability. This may be mitigated by the KOR 
antagonism and result in improved stability of 
comorbid mental health conditions.20,24 These ef-
fects, along with a reduced risk of tolerance and 
hyperalgesia, highlight the utility of buprenor-
phine as a safe and effective alternative to LTOT.23

Buprenorphine is FDA-approved in varying 
formulations to treat moderate to severe pain re-
quiring long-term opioid therapy and to treat OUD 
by helping patients stop their use of full agonist 
opioids. Yet, despite relative comfort using other 
medications for dual properties, many buprenor-
phine prescribers who treat OUD do not feel com-
fortable using it for chronic pain. Since 2012 the 
Connecticut Healthcare System of the Department 
of Veterans Affairs (VA) has been using buprenor-
phine for patients with chronic pain on moderate-
to-high-dose LTOT (Figure). The cutoff of 50 
milligram morphine equivalents (MME) per day is 
the point at which, compared to opioid doses less 
than 20 MME, opioid overdose risk is doubled.25 

Current guidelines focus on avoiding initiation 
of full agonist LTOT for chronic pain and do not 
mention buprenorphine analgesic formulations as 
alternatives. More research is needed to determine 
comparative effectiveness and safety of long-term 
buprenorphine for pain versus full agonist opioids. 
Our practice is to consider long-term buprenor-
phine analgesic formulations as alternatives to full 
agonist initiation especially among patients who 
have tried several non-opioid and non-pharmaco-
logic treatment options and are at higher than av-
erage risk of opioid overdose. More commonly, 
we use buprenorphine as a tapering strategy for 
people already maintained on full agonist LTOT, a 
practice that is increasingly promoted by expert 
consensus panels.26 

When explaining the rationale for buprenor-
phine to patients with chronic pain on LTOT, sev-
eral factors should be noted.

Persistent uncontrolled pain, despite moder-
ate-to-high-dose LTOT (ie, the current plan is 
not working all that well). We often use the anal-
ogy of antidepressant treatment for depression. If, 
despite maximum dosing over an adequate period 

Table 2. Overlap Protocol for Patients on Higher Than 80 MEE Requiring Switch to 
SL Buprenorphine

Day Buprenorphine-nx Dose Total daily 
buprenorphine dose Full agonist Opioid

1 One-fourth of a 2 mg tablet 
(0.5mg) BID

1 mg Continue full agonist opioid

2 Half of a 2 mg tablet (1mg) BID 2 mg Continue full agonist opioid

3 Half of a 2 mg tablet (1mg) TID 3 mg Continue full agonist opioid

4 One tablet (2 mg) TID 6 mg Continue full agonist opioid 
(*Note: if on >200 MME, consider 
reducing dose 25% on Day 4)

5 Two 2 mg tablets (4 mg) TID 12 mg STOP full agonist opioid. We 
suggest calling the patient on 
this day to check in.

6+ Adjust dose to symptoms Most patients with 
chronic pain do well 
between 6-16mg
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of time, a patient’s depression remains severe, we 
do not continue increasing the dose. Rather, it is 
standard practice to conclude that the treatment is 
not working and initiate a different treatment. The 
same is true with opioids. 

Evidence of opioid tolerance. Lower doses 
used to be effective but are no longer effective. 
Thus, because of tolerance, the risks but not the 
benefits of high-dose therapy are mounting. To 
reduce opioid tolerance, we have 2 choices: either 
a slow taper or a switch to buprenorphine. Offer-
ing this constrained choice allows patients to feel 
more in control of the treatment plan. In a con-
trolled case series, we found that two-thirds of pa-
tients, when offered this choice, choose to switch 
to buprenorphine over a slow taper down.27 Hav-
ing the ability to offer this medication choice to 
veterans with chronic pain on LTOT, with or with-
out a diagnosis of OUD, has been a game changer 
and has immediately and effectively lowered over-
all opioid safety risk.

Likelihood of benefit from switch to buprenor-
phine. Using our experience, we refer to the “Rule 
of Thirds.” One-third of patients prefer buprenor-
phine; they feel better, have fewer adverse effects, 
function at greater levels. One-third of patients see 
no appreciable analgesic benefit from buprenor-
phine, but neither are they worse, and the adverse 
effect profile is improved for many. In particular, 
some patients note they are “not thinking” about 
the next dose of opioids and like the long duration 
of action of the medication. One-third of patients 
have inadequate analgesia. For these patients, we 
encourage them to give buprenorphine a trial at 
adequate doses for 2 to 3 weeks and then, if the 
case does not merit an OUD diagnosis, we can 
consider a retrial of low-dose (less than 50 MME) 
full agonist opioid. Knowing this is a potential op-
tion provides an added layer of security, making it 
easier for patients to switch.

When discussing opioid reduction with pa-
tients, we suggest assuring them that good alterna-
tives exist: “It’s clear from listening to you that 
pain is really controlling your life and keeping you 

from doing many of the things you enjoy. You are 
taking a high dose of opioid, and yet you are still 
experiencing a great deal of pain. You do not par-
ticularly like taking this medication and yet, the 
idea of tapering down leaves you wondering if the 
pain will get worse. You’re stuck. The good news 
is that I will work with you to get you on a safer 
and equally or even more effective regimen, as 
well as provide treatments that have significant 
evidence behind them.”

Once the decision has been made to switch to 
buprenorphine, there are a couple of methods to 
initiate buprenorphine for patients with chronic 
pain on opioids.

Buprenorphine formulations for chronic 
pain. When treating patients with chronic pain and 
without OUD, there are 2 FDA-approved formu-
lations of buprenorphine. Buprenorphine doses for 
chronic pain are lower than those formulated to 
suppress OUD symptoms and stop non-prescribed 
use of opioids. For this reason, although it is ac-
ceptable to use formulations designed for OUD 
treatment off-label for chronic pain, prescribers 
should not use formulations for chronic pain in 
patients with OUD, as sufficient doses cannot be 
achieved to effectively prevent opioid craving. Bu-
prenorphine for chronic moderate to severe pain 
comes in a transdermal patch and a buccal formu-
lation. Consider the patch in patients on 20 to 80 
MME; the buccal formulation should be consid-
ered with doses between 80 to 160 MME. 

Buprenorphine formulations for OUD. There 
are several FDA-approved formulations for treat-
ing OUD including sublingual (SL), buccal, im-
plants, and long-acting injectables. In general, 
with off-label use of buprenorphine formulated for 
OUD to manage chronic pain, preference is given 
to faster acting SL or buccal formulations. When 
used for OUD, buprenorphine is typically dosed 
once daily; when used off-label for pain, however, 
divided doses of buprenorphine may be preferable 
to provide greater analgesic coverage. 

A common question arises: how best to initiate 
buprenorphine in people on LTOT? Historically, 

we have deployed the same method used to initiate 
buprenorphine in anyone with OUD currently us-
ing opioids—ie, stop the full agonist, wait for 
moderate opioid withdrawal, initiate buprenor-
phine.28 However, in our experience, it is difficult 
to convince patients with chronic pain who have 
been prescribed LTOT and who are without OUD 
to agree to a switch once they hear they will have 
to initiate opioid withdrawal. Opioid withdrawal is 
accompanied with significant distress and worsen-
ing pain. Fear of opioid withdrawal often pro-
motes continued use of LTOT long after analgesic 
benefit ceases. For this reason, we are increasingly 
using an overlap protocol that starts with very low 
doses of buprenorphine and increases slowly over 
days, while continuing the full agonist opioid. A 
recent case series was published looking at veter-
ans on high-dose LTOT, with veterans transition-
ing from 300+ mg MME. Table 2 explains a typi-
cal home initiation protocol.29 

Practical approach to Ms Morris
Getting back to our case example, how can we best 
help Ms Morris? Begin by reframing chronic pain 
as a complex interaction of earlier tissue damage, 
followed by central sensitization, and continued 
chronification driven by undertreated depression 
and physical inactivity/deconditioning. Dispel 
common misconceptions about chronic pain that 
can lead to a cycle of fear of exacerbating pain and 
further avoidance of activity. Also, initiate a behav-
ioral activation plan along with realistic goal setting 
and identification of cognitive distortions related to 
the nature and meaning of pain. “Prescribe” a week-
ly yoga class, walking regimen, or phone call with 
a friend. Rather than focusing on decreased pain 
intensity as the goal of treatment, shift the therapeu-
tic focus for Ms Morris to increased pain coping or 
pain functioning. 

Treat mood with both nonpharmacologic and 
pharmacologic treatments, preferring treatments 
that might also target chronic pain. For Ms Morris, 
you might prescribe an SNRI. (The choice of SN-
RI will vary based on etiology of chronic pain, 
medical/psychiatric comorbidities, treatment his-
tory, and patient-specific factors such as age, 

Figure. Framework for Considering a Patient With Chronic Pain on Long-term Opioid Therapy (LTOT)

DSM-5 opioid use disorder? Methadone (in opioid treatment program), 
buprenorphine or IM naltrexone

Patient-centered opioid tapering 
or switch to buprenorphine

Monitor, reassess

Do the benefits outweigh the harm? No, harm > benefit

Yes, benefit > harm and dose ≥ 50mg MMEa

Yes, benefit > harm and dose < 50mg MMEa

No, benefit does not > harm

YES

NO / UNCLEAR

aMME=milligram morphine equivalency

PSY1120_047-051_CME.indd   50PSY1120_047-051_CME.indd   50 10/29/20   11:04 AM10/29/20   11:04 AM



NovEMbEr 2020 51PSYCHIATrIC TIMES 

CME

weight, and so on. The factors that go into select-
ing an SNRI or TCA [tricyclic antidepressant] are 
beyond the scope of the paper.) You should discuss 
the potential utility of NSAIDs, analgesic patches, 
and acupuncture with the primary care doctor.

It is also important to negotiate a goal for re-
duced or alcohol use or abstinence. In Ms Morris’ 
case, she agrees to stop drinking altogether for the 
next month until her next visit. She agrees that al-
cohol use might be interfering with her mood and 
has noticed its effect upon sleep, which worsens 
her experience of pain. She will replace drinking 
with a casual evening walk.

You should also discuss the plan for her opioids 
and the unique place of buprenorphine. You might 
explain to Ms Morris that her current dose of opi-
oid, despite a significant taper, is still high (135 
mg MME) and offer her a constrained choice of 
continuing an opioid taper or switching to bu-
prenorphine. It is likely she will choose to switch 
to buprenorphine SL, as off-label use of this for-
mulation is currently more affordable than on-la-
bel buccal buprenorphine approved for pain. Re-
mind her of the overlap protocol, since she is 
afraid to experience opioid withdrawal. 

Concluding thoughts
Psychiatrists and addiction specialists should be 
trained in the management of chronic pain and be 
willing and able to collaborate with pain special-
ists in the co-management of these patients. The 
time has arrived for psychiatrists to recognize and 
capitalize on our unique skill sets (diagnosing and 
treating substance use and co-occurring psychiat-
ric disorders, including chronic pain conditions) 
and become strong partners in a collaborative care 

model of pain treatment.
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Between Stoned and a Hard Place? 
Navigating Cannabis Medicolegal Issues  
Chandler Hicks, DO, Maria Lapchenko, DO,  
Adrienne Saxton, MD, Sara West, MD

Expiration Date: April 20, 2022

www.psychiatrictimes.com/view/between-stoned-hard- 
place-navigating- cannabis-medicolegal-issues

Assessing Malingered Voice-Hearing
Joseph M. Pierre, MD

Expiration Date: March 20, 2022

www.psychiatrictimes.com/view/assessing-malingered-voice-hearing

Exploring N-Acetylcysteine in Psychiatry
Anna Giménez-Palomo, MD, Seetal M. Dodd, PhD, Olivia M. Dean, PhD, Chiara 
Bortolasci, MSc, PhD, Michael Berk, MD, PhD

Expiration Date: March 20, 2022

www.psychiatrictimes.com/view/exploring-n-acetylcysteine-in-psychiatry

Traumas, Adversities, and Psychosis: 
Investigating Practical Implications
John Read, PhD, Tony Morrison, DClinPsy, Rachel Waddingham

Expiration Date: February 20, 2022

/www.psychiatrictimes.com/view/traumas-adversities-and- 
psychosis -investigating-practical-implications

Need Additional CME Credit?
Check out These Free Cme Activities—

Posttest, credit request forms, and activity evaluations must be completed online at https://education.gotoper.com/activity/ptcme20nov  
(requires free account activation), and participants can print their certificate or statement of credit immediately. This website supports all browsers.  
For Per’s privacy policy, please visit https://www.gotoper.com/privacy.

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

CME POST-TEST

Addiction & 
Substance Disorders

PSY1120_047-051_CME.indd   51PSY1120_047-051_CME.indd   51 10/30/20   9:34 AM10/30/20   9:34 AM



Learn more and apply for funding at www.theupswingfund.org 

The Upswing Fund for Adolescent Mental Health is a collaborative fund that provides timely resources 
to organizations that focus on the mental health and well-being of adolescents who are of color and/or 
LGBTQ+ in the United States. 

Our Surge Capacity grants provide immediate funding to direct-service organizations that provide mental 
healthcare to adolescents, especially those who are of color and/or LGBTQ+. Funding may be used 
for general operating support, including bringing on additional clinical and/or program staff to 
direct-service organizations. 

Applications for these grants are due by December 4—funding decisions will be made on a rolling basis. 
Apply today!

Applications are due by December 4!

Learn more and apply for funding at www.theupswingfund.org 

The Upswing Fund for Adolescent Mental Health is a collaborative fund that provides timely resources 
to organizations that focus on the mental health and well-being of adolescents who are of color and/or 
LGBTQ+ in the United States. 

Our Surge Capacity grants provide immediate funding to direct-service organizations that provide mental 
healthcare to adolescents, especially those who are of color and/or LGBTQ+. Funding may be used 
for general operating support, including bringing on additional clinical and/or program staff to 
direct-service organizations. 

Applications for these grants are due by December 4—funding decisions will be made on a rolling basis. 
Apply today!

Applications are due by December 4!
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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, psycho-
social rehabilitation, women’s mental health, and addiction psychiatry. We integrate 
our clinical, research, teaching and community partnership activities to help in-
dividuals and families transform their lives through recovery from mental illness 
and addiction. We are particularly interested in having Faculty join our Department 
who are motivated for a career in clinical research. We are the largest provider of 
psychiatric services in central Massachusetts, with over 400 faculty members and 
12 hospitals and community mental health centers. 

Our residency program trains 7 residents per year, including general psychiatry 
and specialty tracks for combined adult and child psychiatry and combined neu-
rology. We offer fellowships in Child and Adolescent Psychiatry, Addiction 
Psychiatry, Forensic Psychiatry, Neuropsychiatry, and Adult Developmental Dis-
abilities. 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 Psychiatrist (Brockton Multi-Service Center, Brockton, MA) 

Outpatient services.

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

marie.hobart@umassmed.edu
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, 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.

NOT ALL HEROES WEAR CAPES.
WWEE SSAALLUUTTEE YYOOUU,, OOUURR EEVVEERRYYDDAAYY HHEERROOEESS,, AANNDD IINNVVIITTEE 
YYOOUU TTOO JJOOIINN OOUURR TTEEAAMM OOFF PPSSYYCCHHIIAATTRRIICC PPRROOVVIIDDEERRSS..    

Psychiatrist, Psychiatric Nurse Practitioner,
and Psychologist opportunities available

iinn tthhee ffoolllloowwiinngg ssttaatteess::

AArriizzoonnaa  ||  CCaalliiffoorrnniiaa  ||  DDeellaawwaarree  ||  GGeeoorrggiiaa 
FFlloorriiddaa  ||  KKaannssaass  ||   MMaarryyllaanndd  ||  MMiicchhiiggaann 

MMiinnnneessoottaa   ||  NNeeww HHaammppsshhiirree  |  New Mexico
  Tennessee  |  Pennsylvania

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

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

www.centurionjobs.com  |  Equal Opportunity Employer

Centurion is the leading provider of mental health 
and medical services to correctional facilities 
nationwide.  We are dedicated to transforming the 
health of the community, one person at a time.

Psychiatrist, Psychiatric Nurse Practitioner,
and Psychologist opportunities available

Centurion is the leading provider of mental health 
and medical services to correctional facilities 
nationwide.  We are dedicated to transforming the 
health of the community, one person at a time.
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RECRUITING FULL TIME & PER DIEM PSYCHIATRISTS 
NEW YORK METRO AREAS

Northwell Health’s Behavioral Health Service Line strives to address the diverse mental health needs of the communities we serve by providing a 
continuum of accessible, high quality psychiatric and substance abuse services including emergency, crisis, inpatient, and outpatient programs for people 
of all ages.  Northwell’s clinical programs are complemented by a robust education, training, and research enterprise, including the world-renowned 
Psychiatry Research Department at The Zucker Hillside Hospital, which has led cutting-edge investigations that have meaningfully influenced many lives.

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

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

SSoouutthh OOaakkss HHoossppiittaall
AAmmiittyyvviillllee,, NNYY

BBeenneeffiittss aatt NNoorrtthhwweellll HHeeaalltthh iinncclluuddee::

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

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

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

CCOONNSSUULLTTAATTIIOONN LLIIAAIISSOONN PPSSYYCCHHIIAATTRRIISSTT
PPhheellppss MMeemmoorriiaall HHoossppiittaall
SSlleeeeppyy HHoollllooww,, NNYY 

SSttaatteenn IIssllaanndd UUnniivveerrssiittyy HHoossppiittaall
SSttaatteenn IIssllaanndd,,  NNYY

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

PPEERRIINNAATTAALL PPSSYYCCHHIIAATTRRIISSTT
TThhee ZZuucckkeerr HHiillllssiiddee HHoossppiittaall
GGlleenn OOaakkss,, NNYY

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

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

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

OOUUTTPPAATTIIEENNTT PPSSYYCCHHIIAATTRRIISSTT  
SSttaatteenn IIssllaanndd UUnniivveerrssiittyy HHoossppiittaall,, NNYY

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)

Top Leading Locum 
Psychiatrist Services

Call: 559.799.8344 
599.786.5228 / 599.791.0932

Fax: 888.712.2412
Email: imperiallocum@imperiallocum.com

Visit: www.imperiallocum.com

California

New York

Psychiatrist Needed

Psychiatrist Needed

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

$200 - $350/hr.

California Correctional Facilities
Department of the State Hospitals

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

Psychiatrist

Ref. Bonus/Signing Bonus up to $2k/$2k (*Certain Rules Apply)
A+ Occurrence Malpractice Through PRMS

All NYC & Upstate Locations Available

MEMBER OF
National Association of 
Physician Recruiters
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Cambridge Health Alliance (CHA) is an award-winning health system based in 
Cambridge, Somerville, and Boston’s metro-north communities. We provide 
innovative primary, specialty, and emergency care to our diverse patient population 
throughout an established network of outpatient clinics and two full service 
hospitals. As a Harvard Medical School and Tufts University School of Medicine 
affiliate, we offer ample teaching opportunities with medical students and residents. 
We utilize fully integrated EMR and offer competitive compensation packages and 
comprehensive benefits for our employees and their families. Ideal Candidates will 
have a strong commitment to providing high quality care to our multicultural 
community of underinsured patients.

Psychiatry Opportunities:

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

Please visit www.CHAproviders.org to learn more and apply through our secure 
candidate portal.  CVs may be sent directly to Melissa Kelley, CHA Provider Recruiter 
via email at providerrecruitment@challiance.org. CHA’s Department of Provider 
Recruitment may be reached by phone at (617) 665-3555 or by fax at (617) 665-3553.

In keeping with federal, state and local laws, Cambridge Health Alliance (CHA) policy forbids 
employees and associates to discriminate against anyone based on race, religion, color, gender, 
age, marital status, national origin, sexual orientation, relationship identity or relationship 
structure, gender identity or expression, veteran status, disability or any other characteristic 
protected by law. We are committed to establishing and maintaining a workplace free of 
discrimination. We are fully committed to equal employment opportunity. We will not tolerate 
unlawful discrimination in the recruitment, hiring, termination, promotion, salary treatment or any 
other condition of employment or career development. Furthermore, we will not tolerate the use of 
discriminatory slurs, or other remarks, jokes or conduct, that in the judgment of CHA, encourage or 
permit an offensive or hostile work environment.

For many, the draw of psychiatry is flexibility and creativity. Full-time or 
part-time in variety of settings. Inpatient, outpatient, ER — or embedded in 
a medical surgical service. Psychiatrists have many choices depending on 
what they love.

In this Psychiatric Times® podcast, Maryann Popiel, MD, discusses 
how developments in mental health and an evolving public perception of 
psychiatry have influenced her practice in an urban community such as the 
Bronx, and describes career opportunities and a potential career path for 
psychiatrists in Greater New York City, in the beautiful Bronx!

Psychiatrist Opportunities
in New York City

www.psychiatrictimes.com/view/discovering-psychiatry
Go to:

promotional podcast 
supported by

FIND YOUR CAREER BALANCE  
IN CALIFORNIA

PSYCHIATRISTS

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

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

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

In return for your efforts, we offer:
• 40-hour workweek with flexible schedules, 

including 4/10s
• Generous paid time off and holiday schedule
• 401(k) and 457 plans (tax defer up to 

$39,000 - $52,000 per year)
• State of California retirement that vests in 

five years (visit www.CalPERS.ca.gov for 
retirement formulas)

• $10,000 Thank You Bonus to professionals 
newly hired with the State of California 

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

• Paid insurance, license, and DEA renewal
• Visa sponsorship opportunities

INPATIENT · OUTPATIENT

Effective July 1, 2020, in response to the economic crisis caused by the COVID-19 pandemic, the Personal 
Leave Program 2020 (PLP 2020) was implemented. PLP 2020 requires that each full-time employee receive  
a 9.23 percent reduction in pay in exchange for 16 hours PLP 2020 leave credits monthly through June 2022.

Take the first step in joining one of our teams and contact  
Blair Eversley at (916) 538-3948 or CentralizedHiringUnit@cdcr.ca.gov.   

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

• Adult Inpatient Psychiatry

• Medical Director, Inpatient Psychiatry

• Adult Outpatient Psychiatry

• Primary Care Integration

• Consultation-Liaison

• Inpatient Child & Adolescent Psychiatry

• Outpatient Child/Adolescent 

• Child Integration

• Geriatric Psychiatry
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CALIFORNIA

www.scvmc.org
www.sccmhd.org

PSYCHIATRIST

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

Full benefits & retirement

(Above annual salary includes additional pay 
for Board Certification and Acute Settings)

Santa Clara Valley Health and Hospital 
System, a public healthcare system in the 
heart of Silicon Valley, is seeking BE/BC 

psychiatrists & PGY-III/IVs for a variety of 
clinical settings, including emergency 

psychiatric services, outpatient behavioral 
health clinics, and custody health inpatient 

services. 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 to 

MD.Recruitment@hhs.sccgov.org.

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

Realize Your Dream
Freedom & Flexibility

Private Practice
Tele-Psychiatry or In-Person

Flexible Work Hours
Clinical Freedom

Unlimited Vacations
No Calls

100% Outpatient
H1 Visa Welcome

Earn over $350K/Year

Benefits includes:
Malpractice Ins, 401K, Medical,

Dental, Vision & LTD ins
We are looking for Adult and

Child Psychiatrists in
San Francisco Bay Area

Los Angeles/Orange County Area
Sacramento Area

Comprehensive Psychiatric Services

Mansoor Zuberi, M.D.
P) 925-944-9711 F) 925-944-9709

drzuberi@psych-doctor.com
www.psych-doctor.com

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:

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

• San Mateo, CA: Schedule: 24 hours per 
week; Pay Rate: $192 - $216/hour. 
Excellent Benefits! 

• Stockton, CA: Schedule: 24-40 hours per 
week available; Pay Rate: $144 - $163/hour 
Excellent Benefits!

• 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

Find What You’re
Looking For Now

Log on to
PsychiatricTimes.com/

classifieds

to view our 
extensive list of jobs

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

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

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

Unique Opportunity for Psychiatrists. 

Contact Jon Kasgnoc  |  jkasgnoc@southcentralfoundation.com 
(888) 700-6966 x5   |  southcentralfoundation.com
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EAST BAY AND TRI-VALLEY 
(OAKLAND, UNION CITY & 

PLEASANTON CALIFORNIA)

OUTPATIENT OPPORTUNITIES

Weekday, Weekends, Evenings and 
Services as Needed Shifts

Current opportunities available in the East 
Bay – Oakland Clinic (only 20 minutes 
from SF; located within walking distance 

from BART in downtown Oakland),   
Union City Clinic (30 mins from San Jose; 
approx. 10 mins from San Mateo Bridge &   

15 mins from Dumbarton Bridge) and 
Pleasanton Clinic. FT, PT and weekend 
only Adult, Child Psychiatrists and Nurse 
Practitioners. Opportunities available in 

Outpatient Community mental health and 
Private insurance pay type programs. M-F, 
weekends/evenings and services as needed 

shifts, 9-5, No call, exceptional support 
staff. Locum, temp and seasonal 

assignments available with excellent pay 
and daily allowance for travel.  

Call us for more details!

If you’re interested in helping to support our 
mission and building a healthier behavioral 
health community, our group offers a wide 
range of opportunities. Our clinics are the 

perfect place to express your talent, 
compassion, and commitment within a 
dynamic multi-disciplinary team-based 
environment. Nursing, Pharmacists and 

Lic’d Clinicians, makes this a very pleasant 
and rewarding opportunity. We offer 

competitive salaries, excellent benefits, 
relocation incentives and sign-on 

incentives for FT positions: medical, dental, 
vision, life, EAP and 401k retirement 

savings plan. Reimbursement/salary based 
on experience and board certification. 

Independent Contractor or Employee Status.

Group also seeks part-time Intake MD or 
NP to conduct news, 8-16 hours per week 

in Oakland or Union City. Excellent 
reimbursement rate.

Forward Confidential CV to: 
Management Company,  

mdrecruitment@bhrcorp.org or  
FAX to: (925) 520-0010 Attn: Cedric.  

Or call Cedric Hurskin at:  
(925) 520-0005 ext. 102

VIRGINIA

Academically Oriented 
Addiction Psychiatrist

VA Boston Healthcare System

Come join our vibrant Mental Health team at 
the VA Boston Healthcare System (VABHS)! 
As New England’s premier referral center 
for Veterans’ healthcare, the VA BHS Mental 
Health Service has strong academic 
affiliations with Harvard Medical School 
(HMS) and Boston University School of 
Medicine (BUSM). Our healthcare system 
consists of 3 medical center campuses and 5 
community clinics.

We are offering an Addiction Psychiatry 
opportunity in the outpatient Alcohol and 
Drug Treatment Program (ADTP) located at 
the Brockton Division of VABHS. The 
position includes a mix of direct clinical 
care, teaching, and supervision of psychiatry 
residents conducting addiction-focused care, 
and an opportunity to contribute to our 
clinical research mission. 

Some of the benefits of joining our Mental 
Health Service at VABHS:
•  Opportunities to achieve your full 

potential in a highly supportive academic 
environment 

•  Enjoy your practice without the 
constraints of managed care 

•  A Recruitment/Relocation Incentive may 
be considered

•  May be eligible for Educational Debt 
Reduction based on program guidelines 
and funding.

•  VA practice provides satisfaction in 
fulfilling a mission to serve our Nation’s 
Veterans

This position offers a highly competitive VA 
salary, a generous leave and benefits package, 
and a faculty appointment commensurate 
with your experience. For more information 
on federal benefits visit: www.opm.gov/
healthcare-insurance

Qualifications: BE/BC in Addictions 
Psychiatry; full, unrestricted license in any 
state; a commitment to serving Veterans; 
strong clinical skills, and a desire to work as 
part of an interprofessional team. The 
successful candidate must be a U.S. Citizen.

The VABHS, HMS and BUSM are equal 
opportunity employers, and all qualified 
applicants will receive consideration for 
employment without regard to race, color, 
religion, sex, sexual orientation, gender 
identity, national origin, disability status, 
pregnancy, pregnancy-related conditions, 
protected veteran status, or any other 
characteristic protected by law.

Please email your letter of interest,  
CV, and three references to: 

BostonPsychiatryPositions@va.gov

 Learn about VA Boston Healthcare 
System at: http://www.boston.va.gov/

CALL TODAY
(609) 495-4367

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

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

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

•  Carrier Clinic -Inpatient Attending- Child/Adolescent and Adult/Geriatric–Carrier 
Clinic (Belle Mead, NJ) 
Carrier Clinic – Inpatient- PT House Physician (weekends) 
On-Call Weekend Rounding Physician

•  Child & Adolescent Section Chief – Includes Pediatric CL: Jersey Shore University 
Medical Center, (Neptune, NJ)

•  Consultation Liaison Psychiatrists:  Hackensack University Medical Center (Hack-
ensack, NJ), JFK Medical Center (Edison, NJ), Ocean Medical Center (Brick, NJ), Jersey 
Shore University Medical Center (Neptune, NJ)

•  Outpatient: Ocean Medical Center (Brick, NJ)

•  Staff Psychiatrist for Adult Inpatient Unit: Riverview Medical Center (Red Bank, 
NJ) and Hackensack University Medical Center (Hackensack, NJ)

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

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

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

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

Hackensack Meridian Health is a leading not-for-profit health care network in New 
Jersey offering a complete range of medical services, innovative research, and life  
enhancing care aiming to serve as a national model for changing and simplifying 
health care delivery through partnerships with 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-define graduate medical education, research, and clini-
cal practice; reverse the critical physician shortage in both the New York/New Jersey 
metropolitan area and the nation; and stimulate economic development in northern 
New Jersey.

The School of Medicine will be the anchor in the development of a comprehensive 
health sciences campus that will also include research facilities and biotechnology 
endeavors – all in service of educating tomorrow’s doctors, discovering novel thera-
pies, and facilitating compassionate and effective 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,’’

Department of Psychiatry

Our competitive 
rates can help  
you promote 

physician products 
and services.
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25-YEAR LEGACY FUELING 
THERAPEUTIC INNOVATION

Actor portrayal.
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Our understanding of ADHD is evolving; 
there is an emerging recognition that more 
needs to be done

1-3

  •   More than 6 million US children and adolescents have 
ADHD—1 in every 10 school-aged child

1

New clinical practice guidelines have been 
issued for the first time in nearly a decade

2,3

The American Academy of Pediatrics (AAP) released 
updated guidelines

2 

•   These include screening for emotional or behavioral, 
developmental, and physical conditions

2

The Society for Developmental & Behavioral 
Pediatrics (SDBP) introduced their first-ever 
clinical practice guideline

3

•   It emphasizes that clinicians with specialized 
expertise should initiate a comprehensive 
assessment and develop an interprofessional, 
multimodal treatment plan for any child/adolescent 
with suspected or diagnosed complex ADHD

3

Get to know Supernus, scan here 
or visit www.Supernus.com/pipeline 
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