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T he reflection of her face in the mir-
ror has faded from memory, al-
though I often recall the red yarn 

that held her hair away from her face. The 
red hue was impossible to ignore.

I cannot remember her name and 
would never recognize her facial fea-
tures if I saw her again—which I 
would not and could not. All I see in 
my mind’s eye is a static image, like 
a cut-out paper doll that never changes, 
forever fossilized in time.

She tied the yarn loosely behind her 
head, in tune with the fashion dictates 
of the day. It was not the yarn that 
grandmothers used to knit sweaters or 
socks—this yarn was made from many 
twines. That yarn became a bow, with 
loose ends trailing down, but not too 
far down. The yarn turned a low-slung 
1950s-era ponytail into a professional 
woman’s fashion statement. It was 
worlds away from the high-perched 
ponytails of bubble gum-chewing bob-
bysoxers of yesteryear. This ponytail 
was perfect, without a hair out of place. 
According to the male chief resident, 
who reminded me to mirror this same 
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COMMENTARY MOOD DISORDERS 

COMMENTARY

“A time to tear down and a time to build up.” 
—Ecclesiastes1

CONTINUED ON PAGE 12

M ost of us entered January 2020 with the fresh 
hope that accompanies a new year. Little did we 
know that a new virus was percolating across the 

other side of the globe that would have a tremendous im-
pact on so many aspects of our lives. Since those early 
days, attitudes have changed, with many individuals re-
porting that 2020 has been the worst year of their lives. 
Fortunately, history has taught us that bad things come 
and go. For instance, the Biblical wisdom from the book 

of Ecclesiastes teaches that off years happen. In one 
translation, the third chapter of Ecclesiastes begins: 
“Everything has its moment. There is a time for every-
thing beneath the heavens.”1

Since Ecclesiastes is in the public domain, Pete Seeger 
famously rearranged the words for the song he wrote in 
the late 1950s—“Turn! Turn! Turn! (To Everything There 
Is a Season).” In 1965, it was adapted by The Byrds and 
became an international hit. The only new words in Seeger’s 
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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.

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

PSY1220_CV2-006_Spravato.indd   5PSY1220_CV2-006_Spravato.indd   5 11/20/20   12:38 PM11/20/20   12:38 PM



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
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FROM THE CHAIRMAN

A Dickens 
of a Year

T
he year 2020 will go down in the history books as a period of unusual 

and challenging times. Nevertheless, as H. Steven Moffic, MD, and 

our editor in chief, John J. Miller, MD, point out in their respective 

articles in this issue, it was a year of opportunities, growth, bravery, and 

renewed commitment.

The Special Report on Cognition hints at that just that. Horacio A. 

Capote, MD, Special Report chair, notes that despite much progress in treat-

ing the core symptoms of serious mental illness, cognitive issues sometimes 

get overlooked. Addressing these lingering problems improves patients’ 

quality of life, he adds. After all, everyone is trying to make sense of the 

world, even (or especially) in the year 2020. To better support you and your 

patients, Hartej Gill; Roger S. McIntyre, MD, FRCPC; Chris Aiken, MD; 

and Brian Miller, MD, explore ways to assess and address the cognitive 

deficits that often accompany psychiatric illnesses. 

Throughout this troubled year, we have learned so much that will allow 

us to improve ourselves and our world, as well as patients with psychiatric 

disorders. To that end, Yujuan Choy, MD, shares lessons gleaned from the 

pandemic in hopes of helping her colleagues better assist patients as the 

pandemic evolves. Similarly, the Schizophrenia in the News feature offers 

a reminder that moving the research agenda forward has remained a priority, 

with a better understanding of psychiatric illnesses and novel agents to treat 

psychiatric disorders in the works. 

Dickens’ sentiments seem to ring true, but perhaps he understood only 

part of it. It is not that the glass is half empty or even that it is half full. In-

stead, the glass is vast—and that requires us to work harder to find ways to 

keep it filled. At Psychiatric TimesTM, our goal is to keep filling your cup of 

knowledge with a plethora of important, interesting, and useful clinical in-

formation to best enlighten you as you care for your patients.  

With that, we wish you and yours a joyous holiday season and hopes for 

a happy, healthy, and fulfilling 2021!  ❒

Mike Hennessy Sr
Chairman and Founder, MJH Life SciencesTM

“It was the best of times, it was the worst of times, 
it was the age of wisdom, it was the age of 
foolishness, it was the epoch of belief, it was the 
epoch of incredulity, it was the season of Light, it 
was the season of Darkness, it was the spring of 
hope, it was the winter of despair.”

– Charles Dickens, A Tale of Two Cities
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C A P LY TA  F O R  S C H I Z O P H R E N I A  
I N  A D U LT S

        THIS ISN’T JUST A COFFEE RUN.

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

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

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

Kindness, Anonymous 
Heroes, and Compassion
John J. Miller, MD | Editor in Chief

I t has been quite a year! The 
short list of challenges and 
tribulations includes wild-

fires, hurricanes, a presidential 
election in a polarized nation, 
conspiracy theories, and the 
coronavirus disease 2019 
(COVID-19) pandemic. In 
psychiatry, we have seen an in-
crease in depression and anxi-
ety during a time when the 
pandemic has created a virtual 
barrier between most of us cli-
nicians and our patients. Lis-
tening to the daily news simply 
serves to retraumatize our al-
ready established fears, anxiet-
ies, and uncertainties about 
what the future holds.

Amidst this chaos and dis-
tress has been a palpable and 
consistent backdrop of the 
very best of human behav-
iors—kindness, anonymous 
heroes, and compassion. As 
the pandemic ravaged our 
country and the world, its path 
of pain and suffering has been 
met with countless examples 
of extraordinary acts of kind-
ness by phantom heroes in ev-
ery sector of society. Most vis-
ible are the health care workers 
and frontline responders who 
have tirelessly given more than 
their all to help those in need.

A remarkable accomplish-
ment this year was the un-
eventful occurrence of the 
presidential election, which 
had the highest voter turnout in 
the history of the United 
States, as well as being deemed 
the most secure election in our 
history by the US Cybersecu-
rity and Infrastructure Security 
Agency. When you consider 
this election took place during 
the pandemic, these facts are 
more admirable. Volunteers at 
polling stations were plentiful, 
and each state counted ballots 
and reported the outcome in a 
respectful and honorable man-
ner. Once again, the unnamed 
heroes throughout our country 
representing all political par-
ties, ages, and ethnicities 
joined together in the spirit of 
our democracy and ultimate 

cohesion as a nation.
For me, the pandemic has 

had the effect of slowing down 
time. When I venture out from 
the safety of my home, I feel a 
heaviness in the air with an as-
sociated vigilance to preempt 
any attack from the COVID-19 
virus. Wearing my mask and 
socially distancing has ampli-
fied the time-slowing effect, 
allowing for welcome opportu-
nities to observe the interac-
tions of people that I have al-
ways lived among, but paid less 
attention to. In a socially dis-
tanced line at the grocery store 
or at the hardware store, walk-
ing about doing errands, con-
versing with colleagues at our 
clinic, or working in my yard 
while neighbors pass by, it 
feels that the unwelcome im-
mersion in this pandemic has 
opened small windows where I 
notice acts of kindness—most 
by people I do not know. It is 
likely that these kind acts have 
always been occurring, but 
they feel more significant and 
dramatic with the backdrop of 
the challenges of 2020.

Alas, I must tell the entire 
story. In every city, town, and 
neighborhood, there is human 
suffering of all types imagin-
able. This suffering has also 
always existed, but for many 
has been exacerbated by the 
events of 2020. Homelessness, 
financial distress, unemploy-
ment, domestic violence, ad-
diction, intubation in an ICU, 
burying a loved one, first-epi-
sode psychosis, suicidal de-
pression, crippling anxiety, un-
relenting pain, failing health, 
loneliness, xenophobia, be-
trayal, and brutal victimiza-
tion—these percolate through 
society like lava flowing from a 
volcano into a vibrant forest. In 
our chosen profession we likely 
encounter this suffering more 
than most. Throughout our 
training we were taught overtly 
or covertly to compartmental-
ize our emotional responses to 
this suffering, allowing us to 
finish with 1 patient and move 

on to the next. Over time, the 
compartments begin to over-
flow, often forcing us to face 
our helplessness while im-
mersed in this suffering. Al-
though it is unlikely we will be 
able to treat or cure much of 
this suffering (and it would be 
naïve to think that we could), 
being present with compassion 
as we listen to our patients’ sto-
ries and offer to hold this expe-
rience with them may lessen 
the suffering of us all.

The cup is never half empty 
or half full; it is simply a con-
tainer holding a certain amount 
of water and air, which vol-
umes will appear to change 
based on the atmospheric pres-
sure at the time. The same is 
true of humanity—a container 
holding the spectrum of hu-
man emotions. Accordingly, 
we have proven to be a resil-
ient species, and it is clear that 
acts of kindness, anonymous 
heroes, and compassion serve 
as positive changes in the at-
mospheric pressure that brings 
joy and hope, especially in 
times of despair.

So, as 2020 comes to an end, 
let us thank it for all the life les-
sons we have learned, and be-
gin 2021 with a plentitude of 
kindness and compassion. ❒

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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song are the phrase “Turn! Turn! 
Turn!” and the closing line of “a time 
for peace, I swear it’s not too late.” 
Those additional words seemed cru-
cial for the controversial Vietnam 
war and ring true again for our pres-
ent contentious time. 

Most views of world history con-
sist of a linear or circular model, but it 
may be a spiral model, with some pro-
gression forward peppered with occa-
sional slips backward. One example 
of this spiral theory is the history of 
violence. Although a case can be 
made that violence has decreased over 
time, there have been periods of in-
tense escalation (eg, World War II and 
the Holocaust).2 As we review some of 
the major social psychiatric challenges 
from 2020, we may still find reasons 
for optimism in 2021 as we move up-
ward again through the spiral.

A time to tear down
So many of the events in the adverse 
half of Ecclesiastes’ verses seem time-
less and like a perfect fit for 2020. 

It was a time to die. Large numbers of 
loved ones died from the coronavirus.

It was a time to kill. The news and so-
cial media shed light on the unjust 
brutality toward Black Americans.

It was a time to avoid embracing. The 
contagious nature of coronavirus dis-
ease 2019 (COVID-19) necessitated 
social distancing.

It was a time to lose. With the pan-
demic-related lockdowns came the 
loss of jobs and livelihoods. 

Throughout 2020, Psychiatric 
TimesTM has highlighted many social 
psychiatric problems. From the pan-
demic,3 to racism,4 to a significant rise 
in undue anxiety,5 and to losses due to 
wildfires,6 these issues often inter-
sected and caused additional prob-
lems. As this issue goes to press, we 
are dealing with the uncertainties of 
the presidential election and addition-
al stress and anxiety. Yet, the upcom-
ing presidential term is symbolic of a 

time for hope and renewed opportuni-
ties, no matter who wins. Indeed, our 
current social problems seem to reso-
nate with the difficult times predicted 
in Ecclesiastes (Table 1), but they al-
so may be indicative of an expected 
move up the spiral. 

A time to build up
If we look to the Chinese symbol for 
crisis, we see it represents both a dan-
ger and an opportunity. In that light, 
not everything has been completely 
negative from a social psychiatric 
perspective. For instance, quarantin-
ing gave some an opportunity for in-
creased closeness with loved ones; 
yet, it also increased the risk for do-
mestic violence and political con-
flict. Academic and other health care 
institutions used the opportunity to 
rise to the occasion to address the 

pandemic. Although this caused ex-
tra stresses, it may have also en-
hanced resilience. In reviewing some 
of the greatest psychiatric challenges 
from 2020, it becomes clear there is 
still much for which to be grateful 
and reasons for optimism and hope.7

A new look at COVID-19
There is no doubt the pandemic was 
a punch to the gut, and we likely will 
be dealing with medical, neuropsy-
chiatric, emotional, and financial 
fallout for years to come. Yet, there 
are at least 2 reasons to be optimistic. 
First, we now scientifically know that 
wearing masks and practicing ade-
quate social distancing significantly 
reduces the infection rate. The key is 
to psychologically convince enough 
of the public to do so. 

The Group for the Advancement 
of Psychiatry (GAP) shed light on 
why this task is not an easy one.8 A 
seeming politicalization of the pan-
demic and masks is an obstacle to 
adherence. There are also other is-
sues. Individuals may need to gradu-

ally desensitize their discomfort or 
trauma triggers to wear masks. GAP 
members noted the importance of re-
minding individuals that social strat-
egies help everyone, just like stop-
lights and street signs. 

Indeed, our field is uniquely suited 
to help the country by addressing the 
psychological factors associated with 
mask resistance. Many lives are still 
at stake, as new modeling suggests.9 
As of October 2020, approximately 
50% of Americans were regularly 
wearing masks; projections note 
about 300,000 lives could be saved 
by the spring if we increase that per-
centage to 95%.

The passage of time is the second 
thing for which there is optimism. 
The last major pandemic, the Spanish 
flu, ended after about 2 years, even 
without therapeutics or a vaccine. A 
little patience may go a long way and, 
by the end of 2021, the pandemic will 
likely be less worrisome. 

Racism
Racism, as we know, got intertwined 
with the pandemic. As is often hu-
man nature, society looked for blame 
and an outlet for the fears and frustra-
tions at the onset of the pandemic. Be-
cause the virus originated in China, 
Chinese and Chinese-Americans be-
came victims of harassment. Other 
minorities, such as Hispanic Ameri-
cans and Jewish Americans, encoun-
tered rising hatred as well. 

Because of socioeconomic inequi-
ties, we also discovered minorities 
were at higher risk for infection and 
death due to preexisting illnesses and 
social circumstances that made them 
more vulnerable. Black Americans, 
Native Americans, and other low- 
income minorities paid the price with 
their lives. 

The nightly news also served as a 
racism wake-up call after videos 
showing police brutality against 
Black Americans surfaced. Although 
a comprehensive concept of racism 
was presented by the Kerner Com-
mission in 1968, the issue was largely 
ignored after the civil rights gains of 

the time. This has resulted in the con-
tinued structural/societal, institutional, 
and individual racism of today.

In response, the American Psychi-
atric Association (APA) began to im-
plement some organizational proce-
dures to address racism internally 
and externally. There are critics who 
think the APA has not done enough, 
calling for the APA to apologize for 
their part in racism, as other guild 
medical organizations have done.10

Climate change
It is not a surprise to climate scientists 
that 2020 was not a good year for the 
environment. In the United States 
alone, we experienced a near-record 
number of hurricanes and unprece-
dentedly destructive wildfires in the 
west. Earlier in the year, unparalleled 
wildfires devastated part of Australia 
during their scorching summer sea-
son. Calls were made for the United 
States and Australia to help each other, 
and included requests for assistance 
from psychiatrists.6

Thankfully, on the other side of the 
coin, there were some promising de-
velopments in the midst of the devas-
tation. For instance, researchers found 
the dialectical approach can help the 
psychotherapeutic process with pa-
tients who have climate-related condi-
tions.11 There was also a turn toward 
using the traditional environmental 
knowledge and, especially in Austra-
lia, the focus on mirroring indigenous 
individuals’ desire for balance and 
protecting their environment.6 

Finally, the pandemic lockdowns 
reduced fossil fuel use and carbon 
emissions—a faint but important sil-
ver lining. The question remains: can 
these reductions be maintained when 
the pandemic is over?

Burnout
Burnout is a common issue for all 
professions, especially during the 
pandemic, but physician burnout is 
the greatest.12 Physicians, including 
psychiatrists, have experienced a ris-
ing rate of burnout, which affects 
both patients and physicians. The 
burning out process starts in medical 
school and continues into residency 
and thereafter. Depending on the spe-
cialty and the measurement tool, 
40% or more clinicians experience 

Table 1. Ecclesiastes’ Time and Our Times

Ecclesiastes 2020

A time to die The coronavirus pandemic

A time to kill The police killings of Black Americans

A time to avoid embracing Social distancing

A time to lose Job loss, habitat loss, life loss

“Will 2021 turn around the spiral 
toward healing, building up, speaking out, 

bringing peace, laughing, and loving?”

An optimistic prognosis for 2021
Continued from Cover
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burnout; the APA’s survey indicated 
that the percentage is close to 80% 
for psychiatrists.13 Although we lack 
data on the pandemic’s impact on 
burnout, there is definitely a reason 
for concern—not just for clinicians 
and employees, but parents as well. 
On the other hand, we have also 
heard rewarding stories from clini-
cians, who took pride in the recogni-
tion of their dedication during the 
pandemic.7 The gratitude and out-
reach may help turn the burnout tide. 

As we move forward, we can 
work on removing the barriers to 
self-care and encourage businesses 
and communities to make positive 
changes. For instance, there is the 
promise of reducing burnout and sav-
ing money by installing a chief well-
ness officer. We can continue to fight 
stigma, especially within the medical 
field. Our clinician colleagues in 
medicine and psychiatry should feel 
empowered, not dissuaded, to reach 
out for mental health care support.

Social therapeutics
Unfortunately, while we can identify 
some of these “social psychopatholo-
gies” (even without a formal classifi-
cation system), we do not have the 
tools to treat them. Our treatment ar-
mamentarium for individual patients 
and small groups cannot readily be 
transferred to social problems. And 
yet, during 2020, some social pro-
cesses that seem therapeutic have be-
come a potential kind of social glue, 
like apologizing for racism.10 It is 
psychologically beneficial to apolo-
gize for doing something harmful to 
individuals, inadvertently or not. If 
that leads to forgiveness, all the better. 

In South Africa, formal truth and 
reconciliation events helped prevent 
violence, allowing the country to 
come out of apartheid with a degree 
of social healing. We may need to 
leverage those strategies in the United 
States to address our current divisive-
ness. It might also help healing from 
the historical injustices of Native 
American displacement and Black 

slavery.
Similarly, we can take a page from 

research that shows the importance 
of collaborative care and integrating 
psychiatry into the rest of clinical 
medicine. It would be helpful to have 
a psychiatric expert who partnered 
with the surgeon general. In essence, 
it could be a psychiatric assistant to 
the surgeon general or, better yet, a 
psychiatric general. At the very least, 
we should increase our presence and 
further share and promote our knowl-
edge of human nature with regards to 
societal issues.

Mental distress
As reported in the October 2020 arti-
cle on election anxiety, many variet-
ies of undue anxiety seemed to in-
crease over recent years, and more 
dramatically in 2020. The same holds 
true for variations of depression, es-
pecially as we grieve the lost experi-
ences, people, and opportunities. 
Substance use, abuse, and depen-
dence remain a concern. The full re-
percussions of this year’s traumas 
will take time to emerge. While these 
increases may not reach the level of a 
mental health pandemic, millions of 
individuals are suffering emotionally 
as a result of COVID-19.14

At the same time as this increased 
need for mental health services, there 
have been limited advances in thera-
peutics. There is some promise from 
the new research on psychedelics, as 
discussed in a report from the 2020 
Annual Psychiatric Times® World 
CME ConferenceTM.15 Underground 
micro-doses of lysergic acid diethyl-
amide (LSD) have been used for self-
help, with anecdotal evidence con-
cerning its benefit for anxiety and 
depression.16 Given that LSD and other 
psychedelics have been touted for 
eliciting a sense of cosmic connec-
tions, could they be of help in reducing 
our divisiveness and scapegoating?

On the positive side, we saw ma-
jor advances in the integration and 
use of telepsychiatry, which was 
quickly and widely used to replace 
in-person visits for safety reasons. 
Historically, this modality was used 
in remote areas to help underserved 
populations. During the pandemic, 
telepsychiatry allowed clinicians to 
see where and how patients lived, 
meet members of their family (and 
pets), and connect with their patients 
on new levels.17 

Concluding with (cautious) 
optimism
The third chapter of Ecclesiastes sug-
gests that difficulties do not last for-
ever. Will 2021 turn around the spiral 
toward healing, building up, speak-

ing out, bringing peace, laughing, 
and loving? Time will tell, but given 
what we have learned in 2020, it 
would seem that those in mental 
health care can promote these posi-
tive goals (Table 2). There are clear 
examples of how we need to fulfill 
our ethical imperative to improve the 
health of our communities. Impor-
tantly, social psychiatric goals (such 
as those listed here) correlate with 
social justice, and new research sug-
gests that countries with greater con-
cern for social justice initiatives have 
happier and more satisfied citizens.18

And so we look to 2021 with opti-
mism, which is often described as 
viewing the glass half full instead of 
half empty. In general, optimism has 
its own therapeutic repercussions for 
health and mental health, and it is part 
of the driving force behind the emer-
gence of positive psychology.19 A 
Jungian sense of optimism can occur 
amidst our country’s periodic chaos 
and conflict; an example of such is 
the innovation and renewal that fol-
lowed conflicts in 1968.20 Neverthe-
less, optimism does need to be tem-
pered with realism, as in the Stockdale 
Paradox.21 Otherwise, it can lead to 
undue risk-taking, as the country wit-
nessed during the early days of re-
opening during the pandemic.

Given the limitations of predic-
tion, and that this article was written 
before the election results, the prog-
nosis must be tentative and guarded, 
as it is for our individual patients.

Nevertheless, I am cautiously 
optimistic.

Dr Moffic is an award-winning 
psychiatrist who has specialized in the 
cultural and ethical aspects of 
psychiatry. A prolific writer and 
speaker, he received the one-time 
designation of being a Hero of Public 
Psychiatry from the Assembly of the 
American Psychiatric Association in 
2002. He has recently been leading 
Tikkun Olam advocacy movements 
on climate instability, burnout, 
Islamophobia, and anti-Semitism for 
a better world. He serves on the 
Editorial Board of Psychiatric TimesTM.
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AUTHOr’S ADDeNDUm 
As this article was going to print, the media made an unofficial projec-
tion that Joe Biden and Kamala Harris were the president-elect and vice 
president-elect, respectively. In his response to this announcement, Mr 
Biden, akin to this article, referred to the Book of Ecclesiastes, saying “this 
is the time to heal.” 

What do we psychologically need to heal? We need to further over-
come the natural human tendency to fear, scapegoat, and traumatize 
the other when it is not necessary. Since we in mental health care know 
something about competent multicultural care, we are natural partners 
for this Campbellian heroic journey, are we not? ❒

  A time to heal our increasing 
mental health conditions

  A time to build up by enhancing 
recovery and resilience

  A time to speak up in the public 
media about public mental 
health problems

  A time to bring peace by helping 
to negotiate solutions to 
disagreements

  A time to laugh through laughter 
therapy

  A time to love your patients, 
colleagues, staff, and loved ones

Table 2. How Psychiatrists 
Can Help in 2021
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woman whom I saw in the mirror, that 
was the way female physicians should 
dress—or so he said.

Loose locks left over from the 
free-wheeling 1960s, when women 
wore flowers in their hair, San Fran-
cisco-style, were discouraged, if not 
disdained. The only thing worse, that 
same senior resident mused, was a 
Jewfro, which was too ethnic for 
poker-faced psychoanalytically 
trained psychiatrists. Yet tight hair 
buns were too severe; psychia-
trists-in-training were expected to 
project some empathy—but not 
enough to break tight boundaries.

The woman in the mirror was a se-
nior resident, about to complete her 
program at a time when American 
women were still relatively rare in 
medicine. A few outstanding female 
physicians had made inroads in psychi-
atry. This young woman was also said 
to be outstanding, or so I was told—but 
not by her, for she never said a word.

More than once, I calculated how 
much time she devoted to perfecting 
her appearance, since she always 
seemed to be standing in the same 
place, like a mannequin, whenever I en-
tered the anteroom to the restroom. She 
never spoke and never even turned her 
head; she merely nodded as she looked 
me in the eye, via that ever-present in-
termediary: the mirror. And I nodded 
back, too intimidated to start a conver-
sation with a senior resident and one, at 
that, who was identified as “perfect.” 

A short grosgrain ribbon encircled 
her collar and crisscrossed above the 
top button, somewhat like a man’s 
necktie, but feminized, as per the dic-
tates of the day. In another era, that 
part of her “uniform” would have 
screamed Catholic school girl, espe-
cially if accompanied by a plaid skirt. 
But in this era it said “professional 
woman’s apparel,” which evolved in-
to a uniform of its own. In hindsight, 
that picture-perfect ribbon that 
wrapped around her neck, like a 
noose, foreshadowed events to come.

There was something film noir-ish 
about this silent reflection, but film noir 
was not on my radar yet. Yet film noir 
was intimately linked to psychoanaly-
sis, with Freudian-informed dream 
scenes and psychoanalytic-style voice-
overs that simulated internal mono-
logues or unconscious ideas. Voice-
overs—rather than direct dialogue—
narrated acts from the past or expressed 
unspoken thoughts in the present. Yet, 

there were no sounds in our superficial 
exchanges, no conversation at all. To 
this day, I wonder what that voiceover 
might have said or what she herself was 
thinking, had she chosen to speak. And 
I wonder if I should have spoken first.

For now, what I do know is that she 
died by her own hand, hanging herself 
some months later, shortly before fin-
ishing residency. As typically happens 
in the aftermath of suicide—years or 
even decades later—we wonder what 
we could have said or should have 
seen. Perhaps tears had been streaming 
down her face, carefully concealed by 
makeup before modeling in the mirror.

Apparently, no one saw this com-
ing, for surely someone in charge 
might have said something or done 
something. I can say nothing with 
certainty, save for the fact that a 
Jungian term, persona, and not a 
Freudian concept, best explains the 
indelible impression she made on me 
back then and decades later.

The reasons behind her suicide re-
main as mysterious as her reflection in 
the mirror. I first heard of the tragedy 
through a billing clerk, who dashed 
about frantically, checking on the resi-
dents’ well-being, and looking re-
lieved whenever she saw someone 
alive. It was she who said that a young 
female resident had died, whose name 
was still unknown. The concept of 
copycat suicides had not been coined, 
but this middle-aged, motherly woman 
intuited this possibility. Other infor-
mation arrived via rumor only. 
Post-suicide debriefings were not part 
of the protocol back then, although 
they are now standard when residents 
or medical students take their lives. 
The chief resident—the one who 

anointed her as the chosen one, the one 
to be emulated, for she was perfect in 
appearance—never said another word.

Perfection is one trait that is most 
closely linked with depression. Per-
fectionists are always operating at a 
deficit, because it is impossible to be 
perfect. The unquenchable need to be 
perfect at all costs and under all cir-
cumstances has been loosely linked 
to suicides in general and to physi-
cian suicides as well.

Physician suicides have been on 
the radar for decades, if not for cen-
turies, but these tragic events are at-
tracting even more attention today. 
More and more doctors complain 
about burnout and many chose early 
retirement, even in the face of physi-
cian shortages. Statistics show that 
half of all physician suicides occur 
suddenly, without warning.

Today’s buzzword is burnout—per-
haps to soften the fear of impending 
suicide and perhaps to prevent the worst 
consequences. There are many reasons 
for physician burnout, including among 
other factors, dissatisfaction with un-
wieldy electronic health records, loss of 
professional autonomy in the face of 
managed care, overwhelming medical 
school loans, declining prestige or pow-
er in society, and stigma associated with 
seeking psychiatric help. Age-old 
scourges of drugs and alcohol may also 
be involved; although doctors are no 
more likely to develop alcohol prob-
lems than non-doctors, they can access 
lethal drugs more easily.1

There are many contributors to pro-
fessional dissatisfaction, just as there 
are many contributors to depression 
itself (besides plummeting dopamine 
levels). And there are many contribu-
tors to that final act of suicide. However, 
this is not news, even though contem-
porary stressors have changed. Ac-
cording to a recent Medscape article, 
the high rate of physician suicide, 
compared with the general population, 
was known 150 years ago.2

The numbers are striking, yet most 
suspect that the rates of doctor sui-
cides are underestimated and that ma-
ny unexplained deaths are not record-
ed as suicides. Between 300 and 400 
physician suicides occur each year. 
To put it differently, about one doctor 
dies by their own hand every day. The 
size of an entire medical school class 
completes suicide every year. Male 
physicians have twice the risk for sui-
cide as men in the general population, 
even though they care for their medi-
cal health better than average, with 
lower rates of smoking, cardiovascu-
lar disease, or cancer. Suicides by fe-
male physicians approximate the 
number of male physician suicides 
but, because women overall are half 

as likely to complete suicide as men, 
the comparisons between rates of sui-
cides of female physicians and rates 
among female members of the gener-
al population is glaring. Female phy-
sicians are 4 times as likely to die 
from suicide as women who are not 
physicians. (Computing the statistics 
gets confusing, but it is worth doing.)

What does this say about this un-
named resident whose reflection I 
saw in the mirror? That her untimely 
death was consistent with statistics? 
Yes, but no. She was in a program 
that mandated personal analysis, 
which may or may not have been 
helpful, so we cannot blame stigma 
for avoiding psychiatric treatment. 
What can we blame, if anything at 
all? Perhaps nothing, or perhaps our 
own refusal to see past the mask and 
to admit that outward perfection is 
not necessarily perfect.

What I can say with near certainty 
is that I never saw her personal re-
flection in the mirror. I saw only the 
reflection of her persona, the theatri-
cal mask presented to the public used 
to conceal the inner anima or soul or 
authentic being. Jung borrowed this 
term from Greek theater, where 
masks established an actor’s fictional 
identity on stage. Thousands of years 
later, this word remains relevant.

Perhaps this persona also hid an 
unexpressed and unacceptable shad-
ow side, to use Jung’s vocabulary. As 
per Jung (and I have no proof that he 
was even remotely correct), each of 
us has a shadow side, which we must 
confront and eventually reconcile. 
Yet it is probably extra difficult for 
people who must be perfect to come 
to terms with such imperfections.

What can we learn from this sad 
story, other than the fact that perfect 
poses may be nothing more than pos-
es and that the poseur may be endur-
ing greater distress than is apparent 
to the untutored eye? Perhaps this 
vignette can remind us of the need to 
pay even closer attention to those 
who appear perfect—and to avoid 
imposing demands for perfection at 
every step along the way.3,4

Dr Packer is assistant clinical profes-
sor of Psychiatry and Behavioral 
Sciences at Icahn School of Medicine 
at Mt Sinai, New York, NY.
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Please see adjacent Brief Summary of DAYVIGO full 
Prescribing Information.

DAYVIGO® is a registered trademark used by Eisai Inc. 
under license from Eisai R&D Management Co., Ltd. 

© 2020 Eisai Inc. All rights reserved. DAYV-US2766 09/2020
Distributed and marketed by Eisai Inc., Woodcliff Lake, NJ 07677

Reference: 1. DAYVIGO (lemborexant) [Prescribing Information]. Woodcliff Lake, NJ: Eisai Inc.
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» Horacio A. Capote, MD

A s psychiatrists, we are constantly challenged by 
complex patients with a wide variety of clinical 
presentations. In fact, 2 patients with the same 

condition are never the same. Yet for all this diversity, 
there may be some common features. I propose that cog-
nition is paramount in this respect.

Cognition is a word that we use frequently, perhaps 
without pondering all that it entails. It is an important 
human attribute that has played a crucial part in our evo-
lution. Yet the concept is so broad as to span many fields, 
from philosophy to psychology and the neurosciences. 
At the end of the day, we can all agree that cognition is 
essential for human functioning and flourishing.

Cognition involves many processes, both conscious 
and unconscious. Different aspects include introspec-
tion, memory, learning, reasoning, perception, attention, 
problem solving, and the use of language. In some ways, 
this sounds so abstract that it is difficult to make practi-
cal sense of it. This is why I often reflect on my interac-
tions with patients and what they have taught me. 

On any given day, I see patients who are asymptomatic 
for their condition, yet they are certainly not enjoying a 
robust quality of life. For instance, one gentleman is with-
out a doubt brilliant. He reads constantly and voraciously, 
and he can engage in a detailed discussion of various 
topics. After deciding that he wanted to read scripture in 
the original language, he learned several languages. 

This patient is in remission from bipolar disorder. His 
scores are extremely low to nonexistent on the Patient 
Health Questionnaire (PHQ) 9, General Anxiety Disor-
der (GAD) 7, and Young Mania Rating Scale. Yet, he 
lacks significant organizational skills and has great diffi-
culty in prioritizing tasks. This manifests in an extremely 
cluttered house, which is in shambles since his last manic 
episode approximately 2 years prior. Furthermore, this 
patient is obese and has increased inflammatory markers.

Another patient, a mechanical engineer who has been 
through extensive schooling and is given to preciseness, 

was seen by a neurologist who focuses on neurodegen-
erative disorders. His quantitative magnetic resonance 
imaging (MRI) showed no degeneration in his hippo-
campus. In addition, psychometric testing showed no 
evidence of any memory disorder. He presented com-
plaining of “adult-onset/attention deficit disorder.” Yet, 
on further exam, we realized his cognitive difficulties 
were due to depression. 

Earlier I saw a woman who was morbidly obese. She 
very much wanted bariatric surgery and knee surgery for 
the immense pain. Her other physicians were in agree-
ment with this plan. In the processes of her workup, she 
saw a sheet of labels with her name—the ones that are 
commonly used to identify information on documents or 
containers with biological specimens. The patient incor-
rectly deduced that each sticker was meant for a different 
test tube of blood. She thought the staff was going to draw 
at least 12 tubes; she began to think that she was going to 
be admitted against her will. It became clear that this pa-
tient was delusional; she was drawing incorrect cognitive 
conclusions that were negatively affecting her progress.

In addressing cognition, it is important to remember 
that psychotherapy, in addition to medications, can be 
an effective tool. Studies have demonstrated physical 
changes in the brain that occur as a result of effective 
psychotherapy. The work of Eric Kandel, MD, for in-
stance, elucidated the synaptic changes related to mem-
ory and learning. (This won him, along with 2 others, 
the Nobel Prize for medicine in 2000.) 

It is hard to overstate the importance of cognition in 
our day-to-day lives, especially as it relates to our work 
as psychiatrists. It is my hope that you will enjoy this 
Special Report on cognition and that it serves as an ap-
petizer to awaken a deeper hunger and curiosity. 

Dr Capote is the medical director, Division of 
Neuropsychiatry, at Dent Neurologic Institute, and the 
medical director, Addiction Services, at Brylin Hospital in 
Buffalo, NY. The author(s) report no conflicts of interest 
concerning the subject matter of this article. ❒
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The unintended negative consequences of the coronavirus dis-
ease 2019 (COVID-19) pandemic continues to be a problem. 
Reduced social interaction and closure of public places, 

along with increased home confinement, has led to a sharp de-
crease in physical activity, a steady increase in food intake, and a 
rise in the risk of obesity.1 Stress has similarly impacted sleep, un-
healthy eating, and even increased consumption of alcohol. 

Public health and economic crises have been associated 
with serious, long-lasting negative impact on individual and 
population-based mental health outcomes. Indeed, a recent 
meta-analysis found higher rates of anxiety, depression, post-
traumatic stress disorder, psychological distress, and stress 
during the COVID-19 pandemic.2 To further complicate mat-

A Recipe for Homemade 
Obesity: The Association 
Between Depression, Obesity, 
and Cognitive Deficits
» Hartej Gill and Roger S. McIntyre, MD, FRCPC
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SCHIZOPHRENIA¹

The first and only FDA-approved transdermal 
system for adults with SCHIZOPHRENIA
SECUADO is a once-daily patch that provides you with 3 medication strengths for dosing 
flexibility, and offers your patients with schizophrenia a different treatment option.

Learn about transdermal at SecuadoHCP.com

ACTOR PORTRAYAL

INDICATION
SECUADO® (asenapine) transdermal system is indicated for the treatment of adults with schizophrenia.

IMPORTANT SAFETY INFORMATION

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

Contraindications: Severe hepatic impairment (Child-Pugh C) or a history of hypersensitivity reactions to asenapine 
or any components of this formulation.

Cerebrovascular Adverse Events, Including Stroke: Elderly subjects with dementia had a higher incidence of stroke 
(including fatal stroke) and transient ischemic attack in clinical trials with antipsychotic drugs. SECUADO is not 
approved for the treatment of patients with dementia-related psychosis.

Neuroleptic Malignant Syndrome (NMS): NMS, a potentially fatal symptom complex, has been reported with 
antipsychotics. NMS can cause hyperpyrexia, muscle rigidity, altered mental status, and evidence of autonomic 
instability. If NMS is suspected, immediately discontinue SECUADO and provide intensive symptomatic treatment 
and monitoring.

Tardive Dyskinesia (TD): Risk of TD and the likelihood that it will become irreversible increases with the duration of 
treatment and the cumulative dose of antipsychotic drugs, including SECUADO. TD can develop after relatively brief 
treatment periods, even at low doses, and may also occur after discontinuation of treatment. Prescribe SECUADO in 
a manner most likely to reduce the risk of TD. If signs and symptoms of TD appear, drug discontinuation should 
be considered.

Metabolic Changes: Atypical antipsychotic drugs, including SECUADO, have caused metabolic changes, including 
the following: 

• Hyperglycemia and Diabetes Mellitus: Hyperglycemia, in some cases associated with ketoacidosis, hyperosmolar 
coma, or death, has been reported in patients treated with atypical antipsychotics. Hyperglycemia has been 
reported in patients treated with sublingual asenapine. Assess fasting plasma glucose before or soon after initiation 
of treatment, and monitor periodically during long-term treatment.

• Dyslipidemia: Atypical antipsychotics cause adverse alterations in lipids. Before or soon after initiation of 
antipsychotic medication, obtain a baseline fasting lipid profile and monitor periodically during treatment. 

• Weight Gain: Weight gain has been observed with atypical antipsychotics, including SECUADO. Monitor weight at 
baseline and frequently thereafter. 

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

Orthostatic Hypotension, Syncope, and Other Hemodynamic Effects: Atypical antipsychotics cause orthostatic 
hypotension and syncope. The risk is greatest during the initial dose titration and when increasing the dose. Monitor 
orthostatic vital signs and patients who are vulnerable to hypotension. Use SECUADO cautiously with other drugs 
that can cause hypotension, bradycardia, respiratory or central nervous system depression. Consider a dose reduction if 
hypotension occurs. 

Treatment they can wear

Please see additional Important Safety Information and Brief Summary of full 
Prescribing Information, including BOXED WARNING, on following pages.
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For your adult 
patients with 

SCHIZOPHRENIA¹

The first and only FDA-approved transdermal 
system for adults with SCHIZOPHRENIA
SECUADO is a once-daily patch that provides you with 3 medication strengths for dosing 
flexibility, and offers your patients with schizophrenia a different treatment option.

Learn about transdermal at SecuadoHCP.com

ACTOR PORTRAYAL

INDICATION
SECUADO® (asenapine) transdermal system is indicated for the treatment of adults with schizophrenia.

IMPORTANT SAFETY INFORMATION

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

Contraindications: Severe hepatic impairment (Child-Pugh C) or a history of hypersensitivity reactions to asenapine 
or any components of this formulation.

Cerebrovascular Adverse Events, Including Stroke: Elderly subjects with dementia had a higher incidence of stroke 
(including fatal stroke) and transient ischemic attack in clinical trials with antipsychotic drugs. SECUADO is not 
approved for the treatment of patients with dementia-related psychosis.

Neuroleptic Malignant Syndrome (NMS): NMS, a potentially fatal symptom complex, has been reported with 
antipsychotics. NMS can cause hyperpyrexia, muscle rigidity, altered mental status, and evidence of autonomic 
instability. If NMS is suspected, immediately discontinue SECUADO and provide intensive symptomatic treatment 
and monitoring.

Tardive Dyskinesia (TD): Risk of TD and the likelihood that it will become irreversible increases with the duration of 
treatment and the cumulative dose of antipsychotic drugs, including SECUADO. TD can develop after relatively brief 
treatment periods, even at low doses, and may also occur after discontinuation of treatment. Prescribe SECUADO in 
a manner most likely to reduce the risk of TD. If signs and symptoms of TD appear, drug discontinuation should 
be considered.

Metabolic Changes: Atypical antipsychotic drugs, including SECUADO, have caused metabolic changes, including 
the following: 

• Hyperglycemia and Diabetes Mellitus: Hyperglycemia, in some cases associated with ketoacidosis, hyperosmolar 
coma, or death, has been reported in patients treated with atypical antipsychotics. Hyperglycemia has been 
reported in patients treated with sublingual asenapine. Assess fasting plasma glucose before or soon after initiation 
of treatment, and monitor periodically during long-term treatment.

• Dyslipidemia: Atypical antipsychotics cause adverse alterations in lipids. Before or soon after initiation of 
antipsychotic medication, obtain a baseline fasting lipid profile and monitor periodically during treatment. 

• Weight Gain: Weight gain has been observed with atypical antipsychotics, including SECUADO. Monitor weight at 
baseline and frequently thereafter. 

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

Orthostatic Hypotension, Syncope, and Other Hemodynamic Effects: Atypical antipsychotics cause orthostatic 
hypotension and syncope. The risk is greatest during the initial dose titration and when increasing the dose. Monitor 
orthostatic vital signs and patients who are vulnerable to hypotension. Use SECUADO cautiously with other drugs 
that can cause hypotension, bradycardia, respiratory or central nervous system depression. Consider a dose reduction if 
hypotension occurs. 

Treatment they can wear

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

cesses.7 Reductions in depressive symptoms and anti-
depressant usage may coincide with weight loss (as 
seen with bariatric surgery patients), and this under-
scores the importance of monitoring the increasing 
rates of obesity.

Cognitive impairments
For the last 2 decades, depressive disorders have con-
sistently ranked amongst the top 5 illnesses for years 
of life lived with a disability.8 Cognitive deficits is a 
core symptom of depression, and it often persist be-
tween affective episodes and beyond the remission of 
mood symptoms.9 Executive functioning, attention, 

ters, individuals are less likely to seek non-emer-
gent health care, including care for mental disor-
ders, during the pandemic. 

Obesity and depression
Related health consequences of obesity such as 
hypertension and diabetes mellitus are a major 
source of morbidity.3 Stress, fatigue, physical in-
activity, and a sedentary lifestyle can advance obe-
sity and, subsequently contribute to a number of 
mental health disorders.4 Depression and obesity 
share a bidirectional relationship, where the pres-
ence of one disease increases the risk for develop-

ing the other (Figure).5 Increased carbohydrate 
consumption, a risk factor for obesity, is common 
in patients with depression. The presence of obe-
sity often has a chronic course of illness and can 
result in poor treatment response in depression.

Patients with depression in primary care settings 
are predominantly treated with antidepressants as a 
first-line treatment option, with 79% of primary 
care physicians prescribing antidepressants to these 
patients.6 Recent studies have shown that antide-
pressant medications can contribute to weight gain 
through various mechanisms, including increased 
food consumption and abnormal metabolic pro-
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adults with mood disorders implicates cognitive 
impairment as a mediator of workplace function 
and attendance, as well as patient-reported out-
comes (eg, quality of life).15 Approximately 15% of 
patients with major depressive disorder attribute 
their unemployment to cognitive symptoms. Unfor-
tunately, few treatments, including psychotropic 
medications, have proven effective in improving 
cognitive function in adults with mood disorders, 
especially in cases of treatment resistance. 

Inflammation comorbidity
Patients with comorbid depression and obesity 

often demonstrate higher levels of baseline in-
flammation, which is characterized by a higher 
level of inflammatory cytokines (a type of signal-
ing molecule that promotes inflammation). Like-
wise, obesity involves a pro-inflammatory state. 
Conversely, findings have shown improved cogni-
tion is linked to a reduction in inflammation.3 In-
deed, in a meta-analysis evaluating inflammation 
and treatment response, researchers found in-
creased levels of inflammatory cytokines in pa-
tients with depression. In cases that successfully 
responded to treatment, the levels of inflamma-
tory cytokines were decreased.20 

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
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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. 
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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.

memory, and learning can be affected.10 Obesity also 
contributes to impairments in cognition; individuals 
with obesity exhibit significantly impaired cognitive 
functioning and structural changes in brain regions 
associated with executive functioning.11 Moreover, in 
individuals with obesity, cognitive impairments pre-
dict lower weight loss success, poor treatment adher-
ence, and decreased physical functioning.12,14 

Individuals with a longer duration of illness and a 
higher frequency of depressive episodes are more likely 
to experience cognitive impairments. Persistent cogni-
tive impairment contributes to consequences in occupa-
tional and social domains.14 In particular, evidence from 
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Psychosomatics
COGNITION

There are several proposed mechanisms that 
may mediate the relationship between chronic 
stress, inflammation, and mood disorders. Stress-
ful experiences have been shown to increase pro-
duction of cortisol. Glucocorticoids increase ac-

tivities of the sympathetic system, such as heart 
rate and blood pressure, to reduce the stress re-
sponse. However, if this system is dysregulated, 
chronic stress and cortisol production can lead to 
the desensitization of the glucocorticoid recep-

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.

tors. It can be conjectured that the dysregulation of 
the inflammatory pathway is also worsened by the 
presence of insulin resistance and increase in adipo-
cytes. The bidirectional relationship between the 2 
illnesses and the co-occurrence of an inflammatory 
state underscores the involvement of inflammation in 
the pathophysiology of depression and obesity.

Conclusion
Evidence suggests that physical activity aids in alle-
viating mild to moderate symptoms of depression in 
patients and may promote clinically significant 
antidepressant effects. For more severe cases of 

Figure. The complex relationship between depression, obesity, and cognition
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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. 

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.

depression, exercise works well in conjunction with 
other treatments (ie, pharmacological).16 Exercise 
may also help improve cognition in individuals with 
depression. In a study investigating the dose-depen-
dent effects of exercise on cognition in patients with 
depression, high-intensity exercise was associated 
with improvements in executive function and work-
ing memory tasks. Meanwhile, other cognitive do-
mains, such as attention, visual memory, and spatial 
planning, improved regardless of dose.17 Therefore, 
it is importan that adequate social and physical activ-
ities are integrated into treatment plans to promote 
well-being.
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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. 

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. 
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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.
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And don’t forget to visit us on Twitter  
@PsychTimes and PsychTimes on Facebook.
Please note all cases must be composite/fictional to protect patient privacy. 
Psychiatric TimesTM reserves the right to edit pieces for style, clarity, or to 
meet editorial/peer review.

WE WANT TO  
HEAR FROM YOU
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Cognition, Bipolar Disorder, and the Self
» Chris Aiken, MD

A single sentence in the landmark 
textbook Manic-Depressive 
Illness by Frederick Goodwin, 

MD, and Kay Jamison, PhD, over-
shadows much of the progress we 
have made in treating bipolar disor-
der: “Complete symptomatic remis-
sion does not ensure functional re-
covery.”1 In other words, we can treat 
the symptoms but that does not mean 
our patients will get their lives back. 
Strained marriages, checkered work 
histories, and lost friendships be-
come the norm.

For these patients, it is not the de-
pression or the mania but the cogni-
tive symptoms of bipolar disorder 
that get in the way. Memory, atten-
tion, and higher-order constructs like 
judgment and social intuition are 
among the impairments that can per-
sist after symptomatic remission, and 
they do so in about 30% to 60% of 
cases. Compared to mood symptoms, 
cognitive problems are more difficult 
to treat, but they can be helped.

Assessment
The first step is recognition. Clinicians 
should ask questions such as: “Now 
that the depression and mania have 
gone away, do you feel like your mind 
is working fully, or are there still areas 
of life where you are not functioning 
all the way?” From there, assess occu-
pational functioning (eg, finishing 
tasks, prioritizing, and time manage-
ment) and household chores (eg, bills, 
shopping, cleaning, and basic hy-
giene). Also inquire about hobbies and 
recreation as well as family, relation-
ship/sexual, and social life (eg, have 
they lost interest, has enjoyment faded, 
can they follow a plot of a movie, are 
there problems in relationships?). 

Although subjective assessments 
are important and provide informa-
tion about quality of life, objective 
testing can also help better under-
stand cognitive issues. The trail-mak-
ing test and the digit symbol substitu-
tion test are easy to administer and 
give meaningful results. They are 
now available through a free software 
package, THINC-it (available online 
at progress.im), that can be used to 
track progress.

Patient education is crucial; ex-
plain that it is common for these 
problems to continue even after the 
major episodes have resolved. Simi-
larly, let them know that cognitive 
recovery is a slow process that re-

quires their active involvement. It 
also helps for families to hear this 
message. Families need to allow op-
portunities for the patient to regain 
their skills in a judgment-free zone 
and accept the mistakes that come 
with these attempts. Too often those 
opportunities are blocked by criti-
cism, blame, or family members who 
take over patients’ lives in a well-in-
tentioned effort to prevent failure. 

Patients often attribute cognitive prob-
lems to mood stabilizers. Although there 
is a grain of truth to this notion, the 
greater burden is from the episodes 
themselves. The strongest predictor of 
cognitive impairment is the number of 
past episodes, and episodes with long 
durations or psychotic features take a 
particular toll.2 Recovery, then, begins 
with prevention. Make sure patients 
understand this point by explaining that 
“each episode is like a small head in-
jury, and the more episodes you have 
the worse these cognitive problems 
will get. Your brain needs time to heal, 
but it cannot do that if the episodes 
keep coming back.”

Next, set a reasonable goal in con-
crete terms. Engage patients by ask-
ing them “what would you most like 
to be able to do if these symptoms 
improved?” Cognitive remediation 
therapy improves functioning in bi-
polar disorder. Remarkably, it does 
so without bringing about meaning-
ful improvements on objective tests 
of cognition. Instead, patients de-
velop strategies to compensate for 
those deficits and implement their 
strategies in the real world. They 
learn to use calendars, to-do lists, re-
minders, and to break complex tasks 
into simpler steps.3 If rehabilitative 
therapists are not available, patients 
can borrow those techniques by set-
ting goals and trouble-shooting their 
progress with the support of their cli-
nician along the way (Table 1). 

Lifestyle
Few treatments have been studied for 
cognitive symptoms of bipolar disor-
der, and most of what we know is 
borrowed from related disorders like 
schizophrenia and age-related cogni-
tive decline. The general approach is 
to support the health of the brain and 
body, with the idea that good cogni-
tion flows from well-functioning 
metabolic, cardiovascular, and circa-
dian systems. The 3 interventions 
with the best evidence for cognition 
across various populations are aero-
bic exercise (45 minutes 3 to 5 times 

a week), diet (Mediterranean, Nor-
dic, or Japanese style), and sleep.4 

If exercise is too difficult, start 
with a walk in the woods. Compared 
to a similar walk in an urban or sub-
urban environment, walking in the 
woods for 60 to 90 minutes improved 
cognition in small studies of depres-
sion, attention-deficit/hyperactivity 
disorder (ADHD), and healthy col-
lege students.5 

To address dietary issues, start by 
introducing a few brain-friendly 
foods. Simple interventions like add-
ing 1 to 2 daily servings of vegetables, 
nuts, or fruits (particularly blueber-
ries) have improved cognition and 
mood in small controlled trials.6-8 With 
those in the mix, there is usually less 
room for the processed, fried, sugary, 
and fast foods that harm cognition.

Sleep consolidates memory and 
improves attention, processing 
speed, and creative problem solving. 
Unfortunately, sleep does not come 
easily to individuals with bipolar dis-
order, and trying to force it is coun-
terproductive. Instead, patients 
should intervene at the points of the 
circadian cycle that are within their 
control (Table 2). In clinical studies, 
nocturnal darkness helped stabilize 
mania independent of sleep, and in 
animal studies it enhanced learning 
and memory.10-12

Cognitive exercises can help but 
they are less effective than the previ-
ous strategies. Puzzles and word 
games have mild benefits that do not 
clearly translate into functional 
change. Some of the best-studied 
games for mild cognitive impairment 
are dexterity and so-called “exerga-

mes,” such as Wii Bowling. These 
movement-oriented games further 
emphasize the importance of physi-
cal activity for cognitive health.13

Bipolar disorder is associated with 
several medical conditions that can 
impair cognition, such as obesity, dia-
betes, cardiovascular disease, and 
sleep apnea. In the case of diabetes, 
there is evidence that both metformin 
and liraglutide improve cognition in 
mood disorders.14,15 Herpes simplex 
virus-1 is associated with worse cog-
nition in bipolar disorder. In a small 
randomized, double-blind, placebo- 
controlled trial, valacyclovir improved 
cognition in this population even in 
the absence of genital lesions.16

Mood stabilizers 
Among the mood stabilizers, lamo-
trigine has the most favorable cogni-
tive profile. It improved cognition in 
large open-label studies and a post-
hoc analysis of controlled trials.17-19 
On the other hand, lamotrigine can 
cause word-finding problems, partic-
ularly in the elderly or when the dose 
goes above 150 mg/day.

Lithium has cognitive risks and 
benefits. Although most mood stabi-
lizers have neuroprotective effects, 
the ones seen with lithium are 
broader, and there is evidence from 5 
controlled trials that lithium prevents 
dementia in the lower dose range (se-
rum levels of 0.25 to 0.5 mEq/L).20,21  
On the other hand, small impair-
ments in short-term memory and cre-
ativity were attributable to lithium in 
a meta-analysis of clinical data.22 

Well-designed trials of lithium’s 
cognitive effects are few, but 1 study 

Table 1. Resources for Cognition in Bipolar Disorder

Assessment THINC-it is a free, validated software package that 
can assess cognition in mood disorders  
(online at progress.im).

Cognitive remediation 
therapy

The therapist’s guide is: Vieta E, Torrent C, 
Martinez-Arán, A. Functional Remediation for 
Bipolar Disorder. Cambridge University Press; 2014.

Lifestyle Exercise, Mediterranean diet, social rhythm therapy, 
and dark therapy for bipolar disorder are described 
in: Aiken, C. The Depression and Bipolar Workbook: 
30 Ways to Lift Your Mood & Strengthen the Brain. 
PESI Publishing & Media; 2020.

Digital therapeutics Apps with evidence to improve cognition in 
various populations include:
1. Dexterity games: Wii Sports, Wii Fit.
2.  Cognitive games: Nintendo’s Big Brain 

Academy, BrainHQ (www.brainhq.com), Cognifit 
(www.cognifit.com), and the free Dual N-Back 
game (www.brainworkshop.sourceforge.net)

Use in moderation (20-30 min/day).
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looked at cognitive outcomes in 61 pa-
tients who were randomized to either 
lithium or quetiapine after a first-epi-
sode mania.23 After a year, those on 
lithium had greater verbal fluency 
than those on quetiapine. To test this in 
practice, ask the patient to name as 
many unique words as possible that 
start with the letter “P” in 1 minute. 

Although some studies have found 
that atypical antipsychotics impair 
cognition, 1 small but well-designed 
trial tells a different tale for lurasi-
done. This study included patients 
with bipolar disorder who were eu-
thymic but experiencing cognitive 
problems. The participants were ran-
domized to either open-label lurasi-
done (average dose 48 mg/day) or 
treatment as usual. After 6 weeks, the 
lurasidone-treated patients per-
formed significantly better on a bat-
tery of cognitive tests compared to 
the treatment-as-usual group, with a 
large effect size of 0.8.24

 Valproate and carbamazepine are 
associated with deficits of attention, 
short-term memory, learning, and 
motor speed.25 There is no evidence 
that cognition improves on these 2 
anticonvulsants. Furthermore, their 
cognitive profile was worse than that 
of lithium or lamotrigine in a natural-
istic study.26

Overall, mood stabilizers cause 
small but real cognitive impairments. 
Lamotrigine, lithium, and lurasidone 
may improve cognition in some ways 
and worsen it in others. These re-
sponses differ by patient, and the best 
way to manage them is to fine-tune 
the dose and change the mood stabi-
lizer when necessary.

Is it ADHD?
Patients with mood disorders often 
think that their cognitive problems are 
due to ADHD. About 15% of individ-
uals with bipolar disorder have co-
morbid ADHD. However, if the symp-
toms began in adulthood and 
worsened with the mood episodes, it 
is unlikely that ADHD is the problem. 
In practice, this is difficult to tease 
apart, but some signs may lead the 
way. ADHD tends to make patients 
more hyped-up, with restless energy 
and prominent distractibility. The 
speech of patients with ADHD is 
marked by a frenetic, choppy rhythm, 

and they change topics frequently 
(even when not hypomanic). In com-
parison, the cognitive deficits of bipo-
lar disorder have a slower feel and re-
semble age-related cognitive decline. 
Words do not come easily, and sen-
tences are short. Forgetfulness, iner-
tia, and indecision predominate. 

In my experience, stimulants have 
calming effects on patients with ADHD 
because they treat the hyperactivity. In 
contrast, patients with bipolar disorder 
are more likely to feel energized on 
stimulants. At best, stimulants improve 
cognitive symptoms associated with 
bipolar disorder for 6 to 12 months and 
then tolerance sets in. At worst, they 
cause mania, mixed states, and psycho-
sis. When genuine ADHD and bipolar 
disorder coexist, modafinil, armodaf-
inil, clonidine, and guanfacine are safer 
alternatives. Atomoxetine, which re-
sembles a noradrenergic antidepres-
sant, is not a good alternative.

Cognitive enhancers
Besides the previously discussed 
mood stabilizers, there are few con-
trolled pharmacotherapy trials for the 
cognitive symptoms of bipolar disor-
der. Treatments for dementia have 
failed (donepezil and galantamine), as 
have pramipexole, n-acetylcysteine, 
and methylene blue. Although modaf-
inil and armodafinil have not been 
tested for cognitive symptoms of bipo-
lar disorder, these agents improve cog-
nition in other populations and have 
positive effects in bipolar depression.27

A positive finding comes from an 
extract of the ashwagandha plant. 
This extract improved memory, reac-
tion time, and social cognition in a 
randomized placebo-controlled trial 
of patients with bipolar disorder who 
were euthymic but had cognitive 
problems (n = 53; effect sizes, 0.26 to 
0.62). Unfortunately, this trial has not 
been replicated, but it is backed by 
bench studies that found ashwa-
gandha had neuroprotective effects 
on the hippocampus. The extract is 
readily available in products with 
“Sensoril” on the label (target dose, 
500 mg/d; starting dose, 250 mg/d 
for the first week).28

Conclusions: saving the self
Bipolar disorder is defined by its 
symptoms, but it is the impairment 

that makes it an illness. Its symp-
toms, after all, are also part of normal 
life: elation, sadness, irritability, fa-
tigue, and elevated energy. For many 
patients, the most painful part of bi-
polar disorder is the loss of control 
over their own mind. Most would 
rather lose control of their right arm 
than the things that define their self-
hood: how they act, what they say, 
and what they think and feel. 

Cognitive symptoms extend that 
loss of control beyond the episodes of 
mania and depression. Linda Logan, a 
talented woman who wrote about her 
struggles with bipolar disorder in a 
New York Times article that went vi-
ral, explained these deficits were a 
threat to her identity.29 Even after her 
mood was stabilized, she “lost my 
sense of competence ... Word re-
trieval was difficult and slow ... Clar-
ity of thought, memory, and concen-
tration had all left me. I was slowly 
fading away.” Logan’s advice to psy-
chiatrists was to “ask about what 
parts of the self have vanished.” 

Start there. Go where the pain is.

Dr Aiken is the mood disorders sec-
tion editor for Psychiatric TimesTM, the 
editor in chief of The Carlat Psychiatry 
Report, and the director of the Mood 
Treatment Center. He’s written several 
books on mood disorders, most re-
cently The Depression and Bipolar 
Workbook. The author does not ac-
cept honoraria from pharmaceutical 
companies but receives royalties from 
PESI for The Depression and Bipolar 
Workbook and from W.W. Norton & 
Co. for Bipolar, Not So Much.
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  Arise out of bed at the same time each day and seek morning light.

  Stay out of bed during the day.

  Dim the lights and avoid electronic screens or wear blue-light filtering 
glasses for 2 hours before bedtime. 

  Remain in a pitch-dark room throughout the night.

Table 2. Four Steps To Improve Sleep in Bipolar Disorder9 
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Schizophrenia 
& Psychosis

» Leah Kuntz 

Six-Month LAI for Schizophrenia in the Works
Janssen Pharmaceutical Companies of Johnson & Johnson announced their 
supplemental New Drug Application (sNDA) submission for paliperidone pal-
mitate 6-month (PP6M). If approved, PP6M will be the first and only long-acting 
injectable (LAI) medication for schizophrenia with a biannual dosing regimen. 

Janssen’s submission to the US Food and Drug Administration (FDA) is 
based on the Route 6 Study, a randomized, double-blind, Phase III global 
study with 702 adult participants from 20 countries who were diagnosed with 
schizophrenia. Data showed PP6M’s efficacy in comparison to paliperidone 
palmitate 3-month (PP3M) in 2 analysis sets, intent-to-treat and per-protocol, 
for relapse times at the end of the 12-month period. The observed safety pro-
file was consistent with previous studies. 

“Antipsychotic medication plays an important role in schizophrenia symp-
tom control; however, nonadherence to prescribed medicines has been recog-
nized as a problem worldwide,” Mathai Mammen, MD, PhD, Global Head of 
Janssen Research & Development, LLC, told press. “Addressing this challeng-
ing aspect of treatment has been the catalyst for our research and development 
of long-acting injectable medications for people living with schizophrenia.”1

PP6M is intended to be used only after patients are stabilized using another 
short-acting paliperidone palmitate. The overall goal is to administer fewer 
injections to patients. 

The Neurobiological Mechanism for Hallucinations and Delusions 
A new study from researchers at Columbia University Vagelos College of Phy-
sicians and Surgeons may have discovered a link between hallucinations/delu-
sions and psychosis, thereby explaining their clinical presentation.2

Researchers collected data from 127 patients diagnosed with schizophrenia 
from online databases. Kenneth Wengler, PhD, a postdoctoral research fellow 
at Columbia, and colleagues discovered that neural timelines in the lower 
levels of the hierarchal model of psychosis tended to be longer for patients 
with severe hallucinations, whereas neural timescales in the higher levels of 
the hierarchal model of psychosis tended to be longer for patients with severe 
delusions. This discovery is the first piece of direct evidence of a potential 
neurobiological mechanism for hallucinations and delusions. 

Using functional magnetic resonance imaging, researchers measured in-
trinsic neural timescales in the brain to determine whether the mechanisms of 
hallucinations and delusions function within the hierarchical model. By ex-
amining specific regions of the brain, the research team could evaluate 
whether neural timelines reflected how long information took to integrate. 

“Our findings open the door for the development of treatments to target 
specific symptoms of psychosis depending on an individual subject’s symp-
tom profile, in line with the current push for individualized medicine,” Guill-
ermo Horga, MD, PhD, Florence Irving Associate Professor of Psychiatry, 
said in a press statement.3
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» Yujuan Choy, MD

A s a result of the coronavirus pandemic (COVID-19), 2020 was a very 
challenging year. Concerns about contracting the infection, loss of 
income/employment, disruption of routines, physical isolation from 

friends and family, restriction of leisure activities, and school and daycare 
closures caused significant stress for patients and clinicians. Although the 
stress may not meet the diagnostic criteria for an anxiety disorder, the symp-
toms can affect quality of life. Tips for addressing stress and anxiety related 
to the pandemic can be used for other natural disasters and events (Figure). 

Assess your patient’s response to the COVID-19 pandemic. A major concern for many 
patients is contracting the virus, and sometimes the fears are based on misinformation. 
Empower your patients by educating them on COVID-19 transmission and epidemiol-
ogy and dispelling myths. I have patients who are so fearful of getting infected that they 
do not want to leave their house, go to the grocery store, or conduct any essential ac-
tivities. When a patient knows how to protect themselves from infection, they will less 
anxious. Remind them that certain precautions reduce their risk: staying 6 feet apart, 
wearing a face covering, keeping hands clean at all times, and not touching hands to 
face. If they follow these rules, they will feel less stress when leaving their homes.  

Advise patients who are highly anxious to limit screen time and news/media. The 
media is inundated with information that can increase a patient’s anxiety. Patients 
should spend the extra time on self-care activities, like taking breaks from work; 
engaging in physical exercises, meditation, and yoga; spending time with their loved 
ones; listening to music; watching a good show; or reading a novel. Any activities 
that helps alleviate stress and gives them pleasure is recommended.

Educate patients about normal responses to stress and trauma. Normal responses 
can include anxiety, apprehension, disbelief, anger, insomnia, concentration prob-
lems, fatigue, and irritability. Increases in pain and other physical symptoms are also 
common. These stress reactions are usually transient and will likely resolve once 
patients adapt to the pandemic-related changes. If a patient reports stress response 
symptoms that do not resolve after a few weeks, or that are severe enough to cause 
significant distress or interfere with daily functioning, then they should be assessed 
for the development of adjustment disorder with anxiety, acute stress reaction, or 
new onset generalized anxiety disorder (GAD).

Assess treatments and adjust accordingly. Patients with underlying anxiety disor-
ders, especially GAD, may experience exacerbation of their anxiety. If their symp-
toms were previously controlled by medication, consider an adjustment.

Cautiously consider the addition of anti-anxiety medications. Patients may present 
and ask for medications, like benzodiazepines, but alprazolam or lorazepam should 
not be prescribed without a thorough assessment. Since PRN benzos can take 30 
minutes to an hour to work, PRN dosing is not effective in preventing a panic attack, 
which usually comes on within 10 minutes. It is preferable to start patients on a 
selective serotonin reuptake inhibitor. As recurrent panic attacks are often due to an 
underlying anxiety disorder or depression, it is vital to assess the patient. 

Dr Choy is past president of the Orange County Psychiatric Society and a 
distinguished fellow of the American Psychiatric Association. ❒
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Schizophrenia is associated with an increased 
prevalence of alcohol use disorder (AUD),1 
which is also associated with relapse and 

poorer outcomes.2,3 Adherence with (limited) treat-
ment options for this patient population are subop-
timal. Furthermore, patients with comorbid AUD 
are often excluded from pharmacologic trials in 
schizophrenia. Therefore, this represents an under-
studied and difficult-to-treat patient population.

Clinical Antipsychotic Trials of Intervention Ef-
fectiveness (CATIE), funded by the National Insti-
tute of Mental Health, was a large, long comparative 
series of trials of antipsychotics for the treatment of 
schizophrenia.4 As effectiveness trials, CATIE did 
not exclude patients with substance use comorbidity.

CASE VIGNETTE 1

“Ms Norman” is in her 40s and has a longstanding 
history of schizoaffective disorder and severe AUD. 
She binges on alcohol episodically, with several 
months’ sobriety between periods of heavy drinking. 
Typically, within several weeks of alcohol cessation, 
she will experience an exacerbation of psychosis re-
quiring inpatient psychiatric hospitalization. She pre-
viously lived independently and was able to have 
part-time employment. Following a recent illness 
exacerbation, she experienced a period of homeless-
ness for several months, during which she continued 
to drink alcohol and dropped out of outpatient psy-
chiatric treatment.

Pathak and colleagues5 reported on a post hoc 
analysis of the course of illness in patients with 
schizophrenia and AUD from the CATIE study. 
They assessed time to first and recurrent exacerba-
tion, and risks of first and current hospitalization 
within the 5 years before study entry for patients 
with this comorbidity, compared with patients with 
schizophrenia only. They also compared treatment 
outcomes with olanzapine versus other antipsy-
chotics in these 2 groups. The authors hypothe-
sized that patients with schizophrenia plus AUD 
would have worse outcomes than patients with 
schizophrenia alone and, within each group, the 
advantages of olanzapine for exacerbations and 

hospitalizations would be retained.
Data for the study were obtained from the pub-

licly available, limited-access CATIE study dataset 
from the NIMH. Briefly, CATIE was an 18-month, 
double-blind, randomized trial of perphenazine, 
olanzapine, quetiapine, risperidone, and ziprasidone 
in 1493 patients with schizophrenia. The primary 
end point was time to all-cause discontinuation.

Patients were categorized into schizophrenia and 
AUD and schizophrenia-only groups (based on 
DSM-IV criteria). The authors excluded 155 patients 
with nonalcohol substance-use disorders, except for 
marijuana use, which was permitted. Exacerbation 
was defined as hospitalization for psychopathology; 
more than a 25% or 15-point increase in baseline 
Positive and Negative Syndrome Scale (PANSS) to-
tal score, or significant worsening of key PANSS 
items; clinically significant aggression or suicidal/
homicidal ideation; use of rescue medication; emer-
gency department visit; discontinuation due to lack 
of efficacy; or arrest or incarceration. Times to first 
and recurrent exacerbations and hospitalizations 
were compared, including the reasons leading to ex-
acerbations. In the schizophrenia and AUD group, 
exacerbations and hospitalizations were compared 
between patients taking olanzapine and those taking 
other antipsychotics. There were 303 (23%) partici-
pants in the schizophrenia and AUD group and 1035 
(77%) in the schizophrenia-only group. Patients with 
schizophrenia and AUD were significantly younger, 
had a lower body mass index, were more likely to be 
male, and had a greater number of hospitalizations in 
the year prior to study entry than those with schizo-
phrenia only. There was little difference in the preva-
lence of marijuana use between the 2 groups.

Both the time to first exacerbation (median, 5.4 
versus 6.4 months; HR, 1.20) and time to first hos-
pitalization (HR, 1.63) were significantly shorter in 
the schizophrenia and AUD group than the schizo-
phrenia-only group (Figure). A similar finding was 
observed for recurrent hospitalizations (HR, 1.60), 
although there was only a trend for between-group 
differences in recurrent exacerbations. More than 
half (61%) of patients with schizophrenia and AUD 
had an exacerbation, compared with 52% in the 
schizophrenia-only group, and the patients with 
schizophrenia and AUD were more likely to have 
an exacerbation resulting in hospitalization for psy-
chopathology, due to aggression or suicidal/homi-
cidal ideation, or arrest or incarceration.

Overall, perphenazine, quetiapine, risperidone, 
and ziprasidone were all associated with a signifi-
cantly shorter time to first exacerbation compared 
with olanzapine (HRs, 1.81-2.80). A similar pattern of 
findings was observed for time to first hospitalization.

The authors concluded that patients with schizo-
phrenia plus AUD had a poorer course of illness, 

with higher risk of disease progression, compared 
with patients with only schizophrenia. The investi-
gators also found that olanzapine may be associ-
ated with longer time to first and recurrent exacer-
bations compared with other treatments in patients 
with schizophrenia and AUD comorbidity. 

CASE VIGNETTE 2

“Mr Greggs” is in his 30s with a history of chronic 
schizophrenia and severe AUD, as well as cannabis 
use disorder. He is currently serving a 1-year proba-
tion for a driving-while-impaired citation. He is ad-
herent with monthly administration of a long-acting 
injectable antipsychotic but continues to drink alco-
hol and smoke marijuana regularly. He lives at home 
with his parents and is chronically unemployed. He 
has not had a psychiatric hospitalization in many 
years but remains precontemplative regarding the 
need for treatment for substance use disorder.

Strengths of the present study included the large 
number of subjects and the real-world design of the 
CATIE trial. Potential limitations included the post 
hoc nature of the analysis as well as the lack of 
generalizability of findings to patients with schizo-
phrenia and other (nonalcohol) substance use dis-
orders. Future trials are needed to identify effective 
treatment for this patient population.

The bottom line
Patients with schizophrenia with alcohol use disor-
der comorbidity versus those without have a worse 
course of illness, and olanzapine may be associated 
with a longer time to exacerbations versus other 
nonclozapine antipsychotics.

Dr Miller is professor, Department of Psychiatry 
and Health Behavior, Augusta University, Augusta, 
GA. He is the schizophrenia section chief for 
Psychiatric TimesTM. The author reports that he re-
ceives research support from Augusta University, 
the National Institute of Mental Health, the Brain & 
Behavior Research Foundation, and the Stanley 
Medical Research Institute.
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T
here are many barriers to the successful treat-
ment of schizophrenia, shared Bryce Reynolds, 
MD. In addition to patients’ lack of insight 

about their disease, schizophrenia is associated with 
cognitive deficits, social isolation, and cultural stig-
mas. Patients also face lack of motivation, transporta-
tion difficulties, and financial issues. These barriers 
are particularly relevant when addressing treatment 
adherence, especially with oral medications, and it 
can be difficult to truly assess adherence to oral med-
ications.“We can’t absolutely guarantee that the per-
son is consistently taking their PO [oral] medication,” 
stressed Reynolds. In his experience, there are gener-
ally 4 underlying reasons when symptoms worsen in 
a patient who previously achieved effective symptom 
management. He explained, “One is a decrease in ad-
herence—the others are a medical comorbidity, a sub-
stance abuse comorbidity, or a major stressor that 
may cause an increase in their symptoms, even if 
they’re on their medication.”

The use of a long-acting injectable antipsychotic 
(LAI) medication can help overcome the clinical 
challenges associated with treating schizophrenia, 
especially adherence. There is an important pharma-
cokinetic benefit of LAIs, he explained. If a patient on 
a LAI does not receive an injection on schedule, there 
is “some additional time where [the LAIs are] still at 
a therapeutic serum level.” Compared with oral anti-
psychotic medications, LAI medications offer an ex-
tended time to relapse or decompensation. Reynolds 
emphasized that a longer time to relapse provides 
patients with benefits such as, “the ability to work and 
sustain housing and socialization and employment 
and going to school [for longer periods of time].” 
Since adherence is a known component for patients 
who use an LAI, Reynolds noted their contribution to 
an episode of decompensation is clearer. 

Hannah Phillips-Hall, MSN, PMHNP-BC, who 
joined Reynolds in the discussion, added she is able 
to identify the possible cause more readily when a 
patient who is on an LAI decompensates.  

Guideline-Recommended 
Schizophrenia Management with LAIs
Guidelines for the treatment of patients with schizo-
phrenia from the American Psychiatric Association 
(APA) were updated in 2020 and emphasize a pa-
tient-centered treatment plan that includes evidence-
based nonpharmacological and pharmacological 
treatments. Reynold’s summarized the APA guide-
lines and recommendations updates for LAI treat-
ment in 3 applications: if it is preferred by the pa-
tient; if the patient has a history of poor adherence to 
oral therapy; and/or the patient’s future adherence to 
oral medications is questionable or uncertain in the 
judgment of the provider.

 Both Reynolds and Phillips-Hall noted that of-
fering a LAI upfront would be advantageous for 
several populations in which adherence to oral ther-
apy is uncertain, such as for those with a history of 
substance use disorder, and those who are homeless 
or lack transportation to a pharmacy. Reynolds ex-
plained, “There is a benefit that the APA has recog-
nized [in] getting them on LAIs, even before you see 
adherence issues. In fact, in my practice, the first day 
that I see them is the day that I offer a LAI to them.” 
Phillips-Hall added, “Having those [APA] guide-
lines further validates [the use of LAIs] for the pur-
pose of reimbursement and approval.” 

There is an opportunity to implement early treat-
ment with LAIs, which the faculty noted may im-
prove treatment success. For instance, a patient who 
is diagnosed in their late teens or early 20s may go 
through 4 cycles of PO medications before they are 
offered an LAI at age 38. “[In essence], we wait until 
[their disease] gets really bad before we bring out the 
tool that perhaps could have kept them from getting 
bad in the first place,” Reynolds said. Phillips-Hall 
agreed, noting that offering a LAI upfront is a better 
way to set up newly diagnosed patients for success 
versus waiting for them to experience treatment fail-
ure with several oral medications.

Patient-Focused Care and Shared 
Decision Making
Reynolds emphasized the importance of correcting 
patient misconceptions and empowering them with 
choices about their treatment using motivational in-
terviewing. Through his own use of this interview 
technique, Reynolds has identified 4 common pa-
tient-reported barriers to LAI treatment selection: 1) 
feeling that they have no control over the medication 
schedule, as they would with a pill or tablet; 2) a 
negative experience with a first-generation oil-based 
product (eg, knots at site of administration); 3) as-
sociation of injections with being restrained in the 
emergency department (ED) during acute episodes 
of agitation; and 4) fear of injection-associated pain. 
Understanding these concerns allows clinicians to 
better address them. Reynolds finds it helpful to 
“normalize” his patients’ feelings by expressing his 
understanding of their fears. He then discusses LAIs 
in the context of the patient’s personal life goals, and 
points out how their current oral regimen is not help-
ing them achieve their personal goals.

“Some studies show that 60% of people will take 
LAIs if presented [to them] well. That’s an extremely 
high number,” Reynolds said. As part of this presen-
tation, the faculty suggested offering a short-term 
trial of an LAI, as it may help patients feel a greater 
sense of control over their treatment. “When patients 
are involved in a collaborative way to make an in-
formed decision, many of them [try the LAI],” Reyn-
olds explained. Since LAIs are available in several 
administration schedule options, Phillips-Hall noted 
it empowers the patient to choose how frequently 
they receive their medicine. Reynolds added that 

only having to receive medication 4 times a year has 
been very appealing to some of his patients.

Sesame oil-based first-generation antipsychotic 
LAIs are associated with more injection site pain, 
which can be also be addressed. Reynolds and 
Phillips-Hall indicated that injection-associated 
pain and discomfort can often be minimized by us-
ing second-generation antipsychotic LAIs, or by 
using an LAI with a small injection volume or de-
creased administration frequency.

Opportunities to Address Adherence 
During the COVID-19 Pandemic
As a result of the coronavirus disease (COVID-19) 
pandemic, patients with schizophrenia have experi-
enced a reduction in their access to care as well as 
medication access challenges. Therefore, they expe-
rienced difficulty maintaining medication adherence. 
Given reduced office hours in many health care set-
tings, it may be difficult for patients who are decom-
pensating to receive medication adjustments from 
their provider or pick up their prescription from the 
pharmacy. For patients on oral medications, Phillips-
Hall tries to make sure she prescribes a 90-day supply 
if their insurance will accommodate such. However, 
she also noted that the increased availability of, and 
insurance coverage for, telehealth services as a result 
of COVID-19 has been a silver lining in patient care.

Although there are additional safety risks associ-
ated with in-office visits for administration of LAIs 
during COVID-19, the faculty noted that routine 
safety measures can help mitigate the risk of expo-
sure. Improvements in adherence with LAIs may 
help prevent hospitalizations, which in turn may pre-
vent inadvertent exposure to the COVID-19 virus. 
“With the COVID risk, you want to limit that risk of 
hospitalization and going to the ED [due to] the ex-
posure they may have in the ED,” said Reynolds. 

Phillips-Hall added that COVID-19 has helped 
patients and families be more open-minded toward 
use of LAIs. 

Reynolds added, “during the pandemic, LAI ad-
ministration has been suspended in some areas 
where it’s identified as an elective procedure. The 
APA is encouraging hospitals and facilities to con-
tinue the use of LAIs for patients at high risk and [to] 
consider it a necessary procedure.”

Closing Advice 
When offering advice to community psychiatrists 
treating patients with schizophrenia, Reynolds 
said, “All it takes is a little compassion and using 
the right tools, and I would say LAIs are absolutely 
one of those right tools.” ❒
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D
ifficulty with conceiving can have many 
psychological repercussions. Infertility is 
defined as the inability of a couple to con-
ceive after 12 months of regular inter-

course without the use of contraception in women 
aged 35 years or younger, or after 6 months in 
women aged 36 years or older. The Centers for 
Disease Control and Prevention (CDC) reports 
that 12% of women aged 15 to 44 years have dif-
ficulty getting pregnant or carrying a pregnancy to 
term (Figure). Some form of infertility was re-
ported by 9% of men aged 25 to 44 years. In about 
35% of couples surveyed, infertility was due to 
both male and female factors.1

Infertility can have a profound impact on psy-
chological well-being for both the individual and 
the couple. A woman may find herself feeling be-
trayed by her body and may be overcome by emo-
tions, ranging from profound despair to anger and 

resentment, when a friend announces a pregnancy. 
Sexual intimacy can morph from an expression of 
closeness to a demand for conception. Each failed 
cycle is a multifaceted burden. In vitro fertilization 
(IVF) is rarely covered by insurance. Some indi-
viduals may even become suicidal with recurrent 
loss of pregnancy. 

While we acknowledge that infertility and its 
treatment are physically and psychologically chal-
lenging, there is a paucity of research into the as-
sociation between psychiatric illness and infertil-
ity (Table 1). Additionally, we know little about 
the psychological impact of infertility and pro-
longed exposure to infertility treatment on mood 
and well-being. As the current research stands, it 
is unclear how mood and anxiety disorders impact 
fertility and if infertility and its treatment may lead 
to mood and anxiety disorders. 

Impact of affective disorders on fer-
tility and its treatment
There are conflicting data regarding the impact of 
depression and anxiety on the reproductive cycle. 
In one study, it was observed that depressive 
symptoms were not associated with changes in 

reproductive hormone levels,2 but other studies 
have found that self-reported levels of stress do 
impact hormone levels.3 In a group of young 
women aged 17 to 20 years, higher ratings of 
stress were associated with lower estradiol (but 
not testosterone or progesterone) concentrations. 
This finding is consistent with previous studies 
suggesting that prolonged perceived stress may 
lower overall estradiol production, thus inhibiting 
ovulation and suppressing reproduction.

Inflammation may also play an important role 
in infertility, and current research suggests that 
chronic inflammation may affect fertility and 
pregnancy outcomes. Chronic stress, depression, 
and anxiety have all been associated with inflam-
mation and, therefore, may interfere with attempts 
to conceive. In a study of women and men under-
going infertility treatment, higher stress levels 
were associated with various markers of inflam-
mation, including higher cervicovaginal inflam-
matory cytokines. These inflammatory markers 
were, in turn, associated with a decreased likeli-
hood of achieving pregnancy through IVF.4

It is likely that high levels of cumulative stress 
associated with recurrent depression and/or anxi-
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ety may affect multiple stages of fertilization. That 
said, normal levels of stress related to infertility 
treatment probably have minimal effects. A pro-
spective study from Donarelli and colleagues5 ex-
amined anxiety and stress levels in women and 
men pursuing infertility treatment before undergo-
ing ovarian stimulation. The researchers found 
that neither partner’s level of treatment-related 
stress had an impact on the number of ovarian fol-
licles greater than 16 mm, with ovarian follicle 
size being a predictor of IVF success.

Health care providers can reassure patients that 
neither partner’s situational stress will impact fol-
licle stimulation. Additionally, it has been specu-
lated that chronic stress impedes successful im-
plantation, but difficulty with implantation can be 
overcome using IVF. Although more research is 
needed, IVF may be a reasonable recommenda-
tion for women with mood disorders who are ex-
periencing infertility.6

Although it is unclear whether depression af-
fects fertility, it may have an impact on treatment 
with assisted reproductive technology (ART). 
Health care providers should be aware that women 
with depression are less likely to pursue infertility 
treatment. A recent prospective study of patients 
attending a fertility clinic found that women who 
screened positive for depression were about half 
as likely to initiate treatment for infertility com-
pared with their nondepressed counterparts.7 Ad-
ditionally, depression in women has been associ-
ated with higher ART dropout rates. One study 
found that couples with a clinically depressed fe-
male partner were 5 times more likely to discon-
tinue treatment than couples with a nondepressed 
partner.8 Screening for depression is therefore im-
portant in couples pursuing infertility treatment, 
and extra care should be taken to provide appropri-
ate support to patients seeking infertility treatment 
who screen positive for an affective disorder.

Eating disorders and infertility 
treatment
Infertility and subfertility may occur in women 
with anorexia nervosa (AN), bulimia nervosa 
(BN), and binge eating disorder (BED). In women 
with active illness, amenorrhea and oligomenor-
rhea can compromise the likelihood of conception 
(Table 2). Menstrual irregularities occur most 
commonly in women with AN, with 39% to 42% 
experiencing amenorrhea (an absence of menstru-
ation) and an additional 6% to 11% reporting oli-
gomenorrhea (infrequent menstruation); however, 
7% to 40% of women with BN report amenorrhea 
and 36% to 64% experience oligomenorrhea.9 

The strongest predictors of amenorrhea in 
women with eating disorders are low body mass 
index (BMI), low caloric intake, and higher levels 
of exercise. Weight restoration is the primary inter-

vention for amenorrhea in women with eating dis-
orders, although amenorrhea may persist even after 
normal weight has been restored. In addition, poly-
cystic ovarian syndrome (PCOS) may be another 
factor contributing to menstrual irregularity in this 
population, as PCOS is common among women 
with BN and BED. In fact, one study reported 
polycystic ovaries in 75% of women with BN.9

Women with a current eating disorder may ex-
perience fertility problems, especially if they have 
a low BMI and experience menstrual irregularity. 
However, data regarding the fertility of women 
with a history of an eating disorder have yielded 
mixed results. Many studies, including 2 large, 
population-based cohort studies, have demon-
strated similar rates of successful pregnancy in 
women with a history of an eating disorder com-
pared with women in the general population.10 At 
the same time, prospective data from the Avon 
Longitudinal Study of Parents and Children (AL-
SPAC) indicate that women with a history of AN 
or BN were more likely to take longer than 6 
months to conceive and were more likely to have 
conceived with the aid of fertility treatment.11

While we do not have detailed information on 
the impact of other psychiatric disorders (such as 
bipolar disorder and schizophrenia) on fertility, it 
should be noted that certain medications used to 
treat these disorders may cause menstrual irregu-
larities, including amenorrhea, and may thus neg-
atively affect fertility. For example, antipsychotic 
agents with strong antagonism of the dopamine 
D2 receptor, such as risperidone and older antipsy-
chotics, increase levels of prolactin, causing hypo-
gonadotropic hypogonadism and subsequent men-
strual dysfunction.12 

Finally, drug and alcohol use disorders have 
well-documented effects on the fetus, but the ef-
fects on conception and implantation of an em-
bryo are unclear. Studies have suggested that sub-
stance use disorder has a negative impact on 
female and male fertility, but more research is 
needed in this area.13 The majority of data have 
come from animal models. Studies in humans 
have been observational and are complicated by 
participants who use multiple substances and dif-
ferent routes of administration. Explicit associa-
tions between substance use and fertility is further 

confounded by lifestyle factors that often accom-
pany substance use, such as overall unhealthy life-
style, poor decision-making, and comorbid physi-
cal and mental health disorders.14

Psychological impact of fertility 
treatment
The decision to begin ART can be very stressful for 
couples, and research has shown that stress may 
increase with each subsequent fertility treatment.15 
However, distress can manifest at any point during 
ART. In a large Dutch study following couples ex-
periencing infertility (who reported undergoing an 
average of 4.3 fertility treatments over 5 years), a 
passive-avoidant method of coping (eg, hoping for 
a miracle) was linked with psychological distress 
in women, and this effect increased over time. For 
men, this coping style led to increased marital dis-
tress.16 Women who perceived infertility as central 
to their identity, and who were resistant to realign-
ing their goals, reported greater distress during fer-
tility treatment.17 On the other hand, meaning-based 
coping strategies, learning to grow from a negative 
experience, and/or finding other goals in life were 
associated with decreased distress in women, but 
not in men. A woman’s use of meaning-based cop-
ing strategies also decreased marital stress for both 
partners.16 It is important to note that these studies 
are based in countries where fertility treatment is 
covered by insurance, which is rare in the United 
States. American couples undergoing ART have 
additional stressors, although they would also 
likely benefit from these coping strategies.

Protective factors have also been identified. For 

a woman, having a higher level of education and 
adequate social supports decreases distress during 
ART. For men, a problem-solving coping strategy 
was linked to a higher self-reported quality of life 
(QOL).15 In a study from Israel, where there is a 
social emphasis on having children, researchers 
observed that maintaining daily routines and mak-
ing efforts to feel normal led to a higher QOL and 
better adjustment to fertility treatment.18 In an-
other study, the Dyadic Adjustment Scale (DAS), 
a tool that measures relationship distress, was ad-
ministered to couples currently undergoing fertil-
ity treatment. Higher dyadic adjustment was asso-
ciated with better QOL and less psychological 
distress in both men and women undergoing ART. 
However, this protective effect was diminished 
when infertility persisted for longer than 3 years.15 

Although multiple studies have assessed psy-
chological distress in couples undergoing treat-
ment for infertility, far fewer have assessed the 
prevalence of clinically significant anxiety and 
depressive symptoms in this population. A large 
Danish study of couples undergoing ART found 
severe depressive symptoms in 11.6% of women 

Figure. Infertility in the United States Among Women Aged 15 to 49 Years

WOMEN WITH IMPAIRED FECUNDITY

MARRIED WOMEN WITH IMPAIRED FECUNDITY

MARRIED WOMEN THAT ARE INFERTILE

WOMEN WHO HAVE EVER USED INFERTILITY SERVICES

      13.1%

      16.2%

8.8%

    12.7%

Source: National Center for Health Statistics. Data for 2015-2017.

“Results may indicate that infertile women with Axis I disorders may 
have chronically elevated levels of cortisol, even before entering 
into infertility treatment.”
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and 4.3% of men.19 These symptoms correlated to 
an increase in infertility-related distress. However, 
there is considerable variation among studies with 
regard to rates of depression and anxiety in couples 
pursuing infertility treatment, which may reflect 
differences in type of ART, duration of infertility, 
number of failed cycles, cultural considerations, 
and methods used to assess symptoms. 

According to another study, women who con-
ceived through ART showed no difference in anx-
iety and depressive symptoms compared with 
pregnant women who conceived naturally. How-
ever, rates of depression and anxiety were higher 
in subfertile, nonpregnant women (57.6% and 
15.7%, respectively).20 Comparisons between 
women undergoing repeated IVF cycles and first-
time participants have suggested that ongoing 
treatment may lead to an increase in depressive 
symptoms, which may persist for 6 months after a 
failed ART trial.21

Recent research also suggests that both women 
and men with a history of major depressive disor-
der (MDD) are more likely to experience depres-
sive symptoms during ART.22 In a prospective ob-
servational study of 25 women with a history of 
MDD undergoing ART, 44% of the women expe-
rienced a depressive relapse; rates of relapse were 
similar among women who maintained antide-
pressant use compared with those who discontin-
ued treatment.23

In another study, researchers observed that 
among 108 women undergoing IVF for the first 
time, those with a history of unipolar depression 
or anxiety disorder reported more depressive 
symptoms than controls without these disorders. 
The group without psychiatric illness responded to 
fertility treatment with elevated cortisol levels 
(compared to baseline), whereas women with a 
history of mood or anxiety disorder had a blunted 
cortisol response. These results may indicate that 
infertile women with Axis I disorders may have 
chronically elevated levels of cortisol, even before 
entering into infertility treatment.24

CLINICAL VIGNETTE 

“Angela,” a 35-year-old nurse practitioner, was re-
ferred to a perinatal psychiatrist to discuss the re-
productive safety of escitalopram. Angela had a long 
history of recurrent major depression and general-
ized anxiety disorder dating back to high school. She 
had benefited from supportive psychotherapy during 
high school and college, but she experienced a se-
vere episode of depression in her first year of grad-
uate school. She resumed psychotherapy and even-
tually initiated treatment with escitalopram. Angela 
responded well to escitalopram and continued with 
medication and psychotherapy. She had no further 
episodes of depressive illness during graduate 

school or in the early years of her career. About a 
year after she married, Angela tapered off her med-
ication because she and her husband were planning 
a pregnancy. At this point, she was meeting with her 
therapist every other month and felt very positive 
about her current situation. It had been nearly a de-
cade since her last episode of depression. About 6 
months after discontinuing the medication, she no-
ticed an increase in her anxiety, mostly related to 
getting pregnant. Most of her friends were pregnant 
or had young children at home. Angela and her hus-
band had been trying to conceive for the past 6 
months, but had not had any luck. She started wor-
rying that she would not be able to have a child of 
her own. She was not sure that they could afford 
infertility treatment, if that was required. She felt 
guilty that they had waited for a few years to get 
married and to start a family. 

Shortly after her 35th birthday, Angela and her 
husband met with a fertility specialist. Although An-
gela left the appointment feeling optimistic about 
their chances of conceiving, Angela’s anxiety contin-
ued to worsen over the next few months. Most of the 
testing came back normal; however, a few weeks 
before Christmas, Angela found out that she might 
have a uterine abnormality and might need surgery.

Christmas was difficult for Angela. Her younger 
sister just had a baby, and everybody in her large 
extended family kept asking Angela why she was 
not pregnant. She felt ashamed, but also angry that 
her family was so insensitive and intrusive. Angela 
wanted to talk to her sister about the infertility issue; 
however, her sister was so focused on the new baby 
that the conversation went nowhere. 

When she returned home, Angela continued to 
deteriorate. She could not stop thinking about trying 
to get pregnant. She felt that there was something 
wrong with her and that she was defective. She had 
always wanted to have a family but started to think 
that maybe this was some sort of sign that she was 
not meant to be a mother. She started to worry that 
her infertility would drive her husband away and that 
he would find somebody else to have a family with. 

She experienced difficulty falling asleep and left for 
work in the morning feeling totally depleted. Normal-
ly, work was enjoyable for her and was a place where 
she felt confident, but Angela found herself question-
ing her clinical decisions. It was difficult to concen-
trate, and she spent much more time at the end of the 
day reviewing and rewriting her notes. After coming 
home, if she was not thinking about getting pregnant, 
she was worrying about her patients and worrying 
that she had done something wrong. 

The next time she met with her fertility specialist, 
Angela told him that she was feeling much more 
anxious, maybe even a little depressed, and won-
dered if it would be OK to resume treatment with 
escitalopram. The doctor reassured her that anxiety 
was a normal response to fertility problems. He stat-
ed that they try to avoid medications that are not 
necessary and recommended that Angela meet with 
a social worker. 

Angela left the office feeling despondent. She 

wanted to tell her doctor how badly she felt, but she 
was worried that he might think less of her. What 
kind of woman would ever consider taking medica-
tions during pregnancy? And if she could not handle 
a little anxiety, how would she ever manage being a 
mother? And what if something bad did happen? 
She could never forgive herself. 

Angela wondered, if she felt this bad, how was 
she going to push ahead with the infertility treat-
ment? Angela felt like she was a ball of nerves. She 
wanted to talk to her husband but felt ashamed 
about the way she felt. She felt weak and inept and 
not at all up for this challenge.  

Clinical recommendations
Steps should be taken to screen couples, not just 
women, for psychiatric disorders and chronic 
stress prior to beginning infertility treatment, as 
well as throughout treatment. Although depressive 
symptoms and anxiety occur frequently in women 
experiencing infertility, many women do not seek 
treatment. In fact, many women resist disclosing 
their mental health status to their reproductive en-
docrinologist for fear that they would be deemed 
bad candidates for infertility treatment. Effec-
tively treating eating disorders, substance use dis-
orders (including alcohol and tobacco use), and 
bipolar disorder from the initiation of infertility 
treatment will aid in a healthy pregnancy, if con-
ception is successful. 

Although there is no evidence to suggest that 
antidepressants or anxiolytic medications nega-
tively affect fertility or infertility treatment, many 
women are reluctant to use medication in this set-
ting. Women undergoing infertility treatment may 
not engage in treatment of anxiety and depression 
because they already feel overburdened by the de-
mands of infertility treatment on their time and 
financial resources. In addition, having to pursue 
psychiatric treatment in this setting may accentu-
ate the shame and stigma many women with infer-
tility often feel. 

Providing couples with information normalizes 
the psychological effects of infertility and its treat-
ment may help patients adjust to and tolerate the 
process. Clinicians should give guidance when 
psychological symptoms are more than a normal 
reaction to a common reaction to failed ART. 
Counseling patients on the importance of self-
care, healthy coping strategies, and improving 
communication may have a positive impact on 
both the individual and couple. Patient support can 
include connecting them with community support 
resources, such as RESOLVE (a network of 
groups affiliated with the National Infertility As-
sociation), and recommending a consultation with 
a sex therapist to help the couple maintain a posi-
tive connection with each other. 

Additionally, targeted psychological interven-
tions may help alleviate the adverse psychological 
outcomes associated with infertility and its treat-
ment, including anxiety, depressive symptoms, 
and marital stress (Table 3). According to a recent 

Table 2. Eating Disorders and Prevalence of Menstrual Irregularities 

Eating Disorder Amenorrhea Oligomenorrhea

Anorexia nervosa 39% - 42% 6% - 11%

Bulimia nervosa 7% -  40% 36% - 64%

Table 1. Psychiatric Issues That May 
Affect Fertility

  Depression and other untreated mood 
disorders

  Untreated anxiety and stress

  Eating disorders

  Alcohol and substance use disorders
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meta-analysis25 that included 39 studies and a total 
of 3064 women and 347 men, psychological inter-
ventions, most commonly cognitive behavioral 
therapy (CBT) or mind-body interventions (MBI), 
may be effective for reducing anxiety (25 studies), 
as well as depressive symptoms (21 studies). 
These interventions also appeared to improve 
rates of pregnancy; in this meta-analysis, women 
treated with CBT or MBI were about twice as 
likely to achieve pregnancy compared with women 
receiving usual care. Of note, larger reductions in 
anxiety were associated with greater improve-
ments in pregnancy rates.

To date, there is no research that specifically 
looked at the pharmacologic treatment of depression 
or anxiety in women with infertility. Thus, the same 
principles that guide the treatment of women during 
pregnancy should inform the treatment of women 
undergoing infertility treatment. There are sufficient 
data to support the use of selective serotonin and se-
rotonin-norepinephrine reuptake inhibitors (SSRIs 
and SNRIs), bupropion, and tricyclic antidepres-
sants. Other factors that may influence the selection 
of an antidepressant include prior response to a par-
ticular antidepressant, comorbidity of anxiety symp-
toms, and adverse effect profile.

Benzodiazepines, including lorazepam and 
clonazepam, may be helpful for the management 
of anxiety disorders, treatment-emergent anxiety, 
and sleep disturbance. Although earlier reports 
suggested an increased risk of cleft lip and palate 
associated with prenatal benzodiazepine expo-
sure, more recent reports have shown no increase 
in the overall risk of malformations in children 
exposed to benzodiazepines during pregnancy.26

Many women question whether the use of these 
medications may affect fertility or the success of 
infertility treatment. Although there is no evidence 
to indicate that antidepressants or benzodiaze-
pines have deleterious effects on fertility, this has 
not been studied systematically. There have been 
reports suggesting a small but statistically signifi-
cant increase in risk of miscarriage in women 
treated with SSRIs, although this is not a universal 
finding.27 It is also important to note that women 
who suffer from mood and anxiety disorders prob-
ably carry a slightly higher risk of miscarriage. In 

fact, women with a history of depression who stop 
treatment with an antidepressant 3 to 12 months 
prior to conception have the same risk of miscar-
riage as women who continue treatment with an 
antidepressant.28

Although avoiding treatment with a medication 
may seem like the safest option, untreated anxiety 
and/or depression in the mother has been associ-
ated with negative pregnancy outcomes, including 
increased risk of preterm birth, low birth weight, 
and other complications.29 In addition, depression 
during pregnancy is a robust predictor of postpar-
tum depression. Numerous somatic complaints 
are treated with medication during pregnancy; 
psychological complaints can be just as detrimen-
tal and should be treated, as well.

Concluding thoughts
Infertility is a common and psychologically dis-
tressing experience, both for the individual and the 
couple. Although there is a dearth of research ex-
amining the association between infertility and 
psychiatric illness, preliminary research indicates 
that depression, anxiety, and chronic stress may 
contribute to inflammation and alterations in hor-
mone levels, factors which may affect the likeli-
hood of successful pregnancy outcomes. Addi-
tionally, ongoing infertility treatment has been 
linked to increased depressive symptoms and anx-
iety and may hinder couples’ ability to pursue and 
continue with infertility treatment. As noted, eat-
ing disorders can also affect fertility.

Increased psychological support during infer-
tility treatment would be beneficial for this popu-
lation and may improve the chances of a success-
ful pregnancy. The patient undergoing infertility 
treatment should be given the same plan of care as 
any patient with anxiety or depression. Support 
should include expectation management around 
the psychological effects of infertility treatment, 
as well as promotion of healthy coping strategies, 
such as taking time for self-care. If needed, phar-
macotherapy with SSRIs or benzodiazepines is 
unlikely to have an adverse effect on conception 
and may decrease ART dropout. However, more 
research is needed to establish the connection be-
tween psychological illness and depression in or-
der to create effective targeted therapies.
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Table 3.  Strategies for Treating Mood 
and Anxiety Disorders in Women 
Undergoing Infertility Treatment
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CME POST-TEST

  Antidepressants

  Anxiolytic medications

  Benzodiazepines 

  Self-care and coping strategies 

  Community support groups

  Sex therapy

  Cognitive behavioral therapy

  Mind-body interventions
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Save the Dates

ECT Certificate Course
April 17-18, 2021

This virtual course on electroconvulsive therapy (ECT) consists of 
didactic and practicum experiences, and concludes with an online 
certification exam.

30th Annual Meeting
April 24-25, 2021

Traditionally an in-person conference, this year’s event will be held 
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Psychiatrists – Inpatient, New York City 
Gracie Square Hospital, in affiliation with NewYork-
Presbyterian, is looking for full-time Board Certified/
Board Eligible Inpatient Psychiatrists to join our team in 
Manhattan. Both general psychiatrists as well as candidates 
with expertise in addiction and psychotic disorders are 
encouraged to apply. 

Since 1959, Gracie Square Hospital, a 133-bed inpatient 
psychiatric hospital located on the Upper East Side of 
Manhattan, has provided exceptional behavioral health 
services to the community, and is now undergoing a period 
of revitalization. Through our affiliation with NewYork-
Presbyterian, Gracie Square Hospital is growing its staff and 
enhancing services and programs. With new leadership, the 
hospital is focused on providing the highest quality of care, 
evidence-based treatments, education and training. As New 
York City’s premier provider of inpatient behavioral health 
services, we offer programs in crisis stabilization, mood 
disorders, psychotic disorders, dual 
focus, older adult, early recovery and 
in Asian psychiatry.

We offer a competitive salary and 
benefits package. 

Please send CV to: Laura Screeney, FASPR, Director, Physician 
Recruitment, NewYork-Presbyterian, las9150@nyp.org

NewYork-Presbyterian is an equal opportunity employer
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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 psy-
chiatry, child and adolescent psychiatry, neuropsychiatry, biological psy-
chiatry, psychosocial rehabilitation, women’s mental health, and addiction 
psychiatry. We integrate our clinical, research, teaching and community 
partnership activities to help individuals and families transform their lives 
through recovery from mental illness and addiction. We are particularly 
interested in having Faculty join our Department who are motivated for a 
career in clinical research. We are the largest provider of psychiatric ser-
vices 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 psy-
chiatry and specialty tracks for combined adult and child psychiatry and 
combined neurology. We offer fellowships in Child and Adolescent Psy-
chiatry, Addiction Psychiatry, Forensic Psychiatry, Neuropsychiatry, and 
Adult Developmental Disabilities. Interested candidates should send their 
curriculum vitae addressed to Dr. Kimberly Yonkers.  

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.

Forensic Psychiatrist
(Worcester Recovery Center and Hospital, Worcester, MA) 

Inpatient Services

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.

Adult Psychiatrist OPD and EMHS (Worcester, MA)
Treat patients predominately with mood and anxiety disorders

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  

Kimberly Yonkers, MD:
c/o: Jessica Saintelus, Physician Recruiter

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

umassmemorialmedicalgroupphysicians/search?q=&d=Psychiatry

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

 

 

 

 

 

★★★★★★★★★★★★★★★★★★★★★★★★★★★★★★★★★★★★★★★★★★★★★★★★★★★★★★★
★

★
★

★

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 a well-respected, nationally recognized and 
award-winning public healthcare system. The CHA Department of Psychiatry is 
recognized as a leader in patient care, teaching and research. As a leader in mental 
health for more than 20 years. CHA’s psychiatry teams provide compassionate care 
while having deep connections within the community. 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.

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

TELEPSYCHIATRISTS

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

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

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

Locations:
• Diamond Bar
• Rancho Cucamonga
• Santa Ana

In return for your efforts, we offer:
• 40-hour workweek with flexible schedules, 

(affords you true work-life balance)
• Generous paid time off and holiday schedule
• 401(k) and 457 plans (tax defer up to  

$39,000 - $52,000 per year)
• State of California retirement that vests in 

five years (visit 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

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.

FIND YOUR 
CAREER 
BALANCE IN 
CALIFORNIA

• Adult Inpatient Psychiatry

• Medical Director, Inpatient Psychiatry

• Adult Outpatient Psychiatry

• Medical Director, Adult Outpatient

• Primary Care Integration

• Consultation-Liaison

• Inpatient Child & Adolescent Psychiatry

• Outpatient Child/Adolescent 

• Child Integration

• Geriatric Psychiatry

 

    CCMMEE  EEvveennttss 
 

AACAP’s 2021 Virtual Pediatric Psychopharmacology Update Institute 
Beyond One Size Fits All – Predicting Medication Response 
February 18-27, 2021 
Gabrielle A. Carlson, MD, and Jeffrey R. Strawn, MD, Co‐Chairs 
 
AACAP’s 2021 Virtual Pediatric Psychopharmacology �pdate �ns�tute a�empts to answer the 
ques�on: ��ow do we select the right medica�on or interven�on for the right pa�ent at the 
right �me�� This complex ques�on re�ects a shi� in child and adolescent psychiatry from 
'one size fits all approaches' towards precision medicine. Eight child and adolescent psychia-
trists and clinical researchers will discuss precision medicine approaches that leverage our 
understanding of predictors of treatment response and tolerability to select from evidence-
based treatments and tailor psychopharmacologic interven�ons.  
 
This mee�ng will allow you to earn up to 8 A�A PRA Category 1 Credits™ right from the com-
fort of your office, and will be comprised of a combina�on of on-demand and live learning 
from experts in the field. 
 
Visit: www.aacap.org/psychopharm‐2021 for more informa�on�  
 

AACAP’s 68th Annual Meeting 
 

October 25-30, 2021 ۰ Atlanta, GA  
James J. McGough, MD, Program Chair 
 

Submissions to the Call for Papers for AACAP’s 68th  
Annual �ee�ng will open in December and will be due  
February 16, 2021, or June 7, 2021, for (late) New  
Research Posters. The online Call for Papers submission form is available at www.aacap.org/
�nnual�ee�ng‐2021� all submissions must be made online. Abstract proposals are prerequi-
sites for acceptance of any presenta�on. Topics may include any aspect of child and  
adolescent psychiatry. 
 

 
 
 

For �n�orma�on about all o� ������s mee�ngs an� to reg�ster, 
��s�t www.aacap.org, ema�l mee�ngs@aacap.org, or call 202.966.7300, ext. 2006. 
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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

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!
• San Leandro, CA: Schedule: 40 hours per 
week; Pay Rate: $188 - $230/hour Leadership 
Opportunity and 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

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

EAST BAY AND TRI-VALLEY 
(OAKLAND, UNION CITY & 

PLEASANTON CALIFORNIA)

CORRECTIONAL MEDICINE STAFF 
& LEADERSHIP OPPORTUNITIES 

WITH EXCEPTIONAL PAY 

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 Adult 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 

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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4 1
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!

Correctional medicine staff and leadership 
opportunity. Exceptional pay. Located in 

the East Bay.

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.

Correctional medicine staff and leadership 
opportunities. Exceptional pay. Located in 

the East Bay.

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

NEW YORK

Adult Psychiatry Division Director
(Full-Time)

South Oaks Hospital, Amityville, NY
Northwell Health

The Department of Psychiatry at South 
Oaks Hospital is seeking a full time 

Division Director for our adult psychiatry 
service to provide clinical leadership and 
direct care for our busy unit in Amityville, 
NY.   The ideal candidate is an energetic 
leader with excellent clinical, teaching, 

supervisory and interpersonal skills who is 
comfortable leading a multidisciplinary 

team of clinicians.   The successful 
candidate will direct, plan, organize and 
evaluate multiple psychiatric programs. 
They will oversee quality of care, patient 

experience, clinical and financial 
performance while ensuring program 

compliance with regulatory requirements 
and quality standards. Responsibilities 

include developing and monitoring 
strategic operating goals and objectives.

 Candidate must be Board Certified in 
Psychiatry, with ACGME approved 

residency training, and qualified for a NYS 
medical license. Experience in a leadership 
position is preferred but candidates with the 
appropriate combination of experience and 

skills are encouraged to apply.

 South Oaks Hospital is a 202-bed 
behavioral health hospital located on the 

Nassau/Suffolk border on Long Island. For 

well over a century, we have established a 
local and national reputation for delivering 
high quality and compassionate care, crisis 

management, treatment and recovery 
services. Our extensive range of inpatient 
and outpatient services for children, teens, 
adults and seniors focuses on improving 

our patients’ functioning at home, work and 
school, and in their relationships with 

family, friends and others. Our inpatient 
services include child and adolescent, adult 
and senior units, as well as substance use 

disorder treatment, including services 
tailored for healthcare professionals dealing 

with addiction. Our outpatient services 
include comprehensive behavioral services 

for young people ages 5 to 21, an 
adolescent partial hospitalization program 
and treatment for substance use disorder.

South Oaks is a key part of the Northwell 
Health System, New York State’s largest 
private employer and healthcare provider 

and a Fortune 100 Best Companies to Work 
For® with 23 hospitals, eight of which are 

Magnet®-designated, more than 750 
outpatient facilities, laboratories, world-
class research facilities and more. We are 
located across Long Island, Manhattan, 
Queens, Staten Island, Westchester and 
beyond. Our 74,000+ clinical and non-

clinical professionals are redefining the way 
health care is delivered. Experience a career 
well cared for and make a difference in the 
lives of the people in the communities in 

which we live, love, and belong.

 With a full menu of great benefits options 
— both the essential and the exceptional — 
we’ll make sure your life at work and away 

from work is truly fulfilling. We offer an 
exceptional compensation and benefits 

package.  Academic appointment is 
commensurate with credentials and 

experience at our exciting new medical 
school, The Zucker School of Medicine at 

Hofstra/Northwell.

For additional information and to apply, 
please call 718-470-7992 or email your 
CV to Office of Physician Recruitment:  

OPR@northwell.edu

Full-time Inpatient Psychiatrist 
South Oaks Hospital, Amityville, NY 

Northwell Health

The Department of Psychiatry at South 
Oaks Hospital is seeking a full time 

inpatient psychiatrist to provide clinical 
leadership and direct care for our busy unit 
at South Oaks Hospital in Amityville, NY.   
The ideal candidate is an energetic leader 

with excellent clinical, teaching, 
supervisory and interpersonal skills who is 

comfortable leading a multidisciplinary 
team of clinicians.  Ideal candidates also 

possess a skillset appropriate for the 
management of acute psychiatric patients 

with attention to service excellence.

Candidate must be BC/BE in Psychiatry, 
with ACGME approved residency training, 

and eligible for a NYS medical license. 
Excellent communication skills required.  

CALL TODAY
(609) 495-4367

Experience preferred but new graduates with 
the appropriate combination of experience 

and skills are encouraged to apply. 

South Oaks Hospital is a 202-bed 
behavioral health hospital located on the 

Nassau/Suffolk border on Long Island. For 
well over a century, we have established a 
local and national reputation for delivering 
high quality and compassionate care, crisis 

management, treatment and recovery 
services. Our extensive range of inpatient 
and outpatient services for children, teens, 

adults and seniors focuses on improving our 
patients’ functioning at home, work and 
school, and in their relationships with 

family, friends and others. Our inpatient 
services include child and adolescent, adult 
and senior units, as well as substance use or 

opioid use disorder treatment, including 
services tailored for healthcare professionals 

dealing with addiction. Our outpatient 
services include comprehensive behavioral 
services for young people ages 5 to 21, an 
adolescent partial hospitalization program 
and treatment for substance use disorder.

South Oaks is a key part of the Northwell 
Health System, New York State’s largest 
private employer and healthcare provider 

and a Fortune 100 Best Companies to Work 
For® with 23 hospitals, eight of which are 

Magnet®-designated, more than 750 
outpatient facilities, laboratories, world-
class research facilities and more. We are 
located across Long Island, Manhattan, 
Queens, Staten Island, Westchester and 
beyond. Our 74,000+ clinical and non-

clinical professionals are redefining the way 
health care is delivered. Experience a career 
well cared for and make a difference in the 
lives of the people in the communities in 

which we live, love, and belong. 

With a full menu of great benefits options 
— both the essential and the exceptional — 
we’ll make sure your life at work and away 

from work is truly fulfilling. We offer an 
exceptional compensation and benefits 

package.  Academic appointment is 
commensurate with credentials and 

experience at our exciting new medical 
school, The Zucker School of Medicine at 

Hofstra/Northwell.

For additional information and to apply, 
please call 718-470-7992 or email your 
CV to Office of Physician Recruitment:  

OPR@northwell.edu

Full-time Psychiatrist for 
Evaluation & Admissions (12p-8p)

South Oaks Hospital, Amityville, NY 
Northwell Health

The Department of Psychiatry at South 
Oaks Hospital is seeking a full time 

attending psychiatrist (M-F: 12p-8p) to 
provide clinical leadership and direct care 
for our busy Evaluation and Admissions 

unit in Amityville, NY.  The ideal candidate 
is an energetic leader with excellent 
clinical, teaching, supervisory and 

interpersonal skills who is comfortable 

leading a multidisciplinary team of 
clinicians. Ideal candidates also possess a 
skillset appropriate for the management of 
acute psychiatric patients with attention to 

service excellence.

Candidate must be Board Certified in 
Psychiatry, with ACGME approved 

residency training, and eligible for a NYS 
medical license. Excellent communication 
skills required.  Experience preferred but 

new graduates with the appropriate 
combination of experience and skills are 

encouraged to apply. 

South Oaks Hospital is a 202-bed 
behavioral health hospital located on the 

Nassau/Suffolk border on Long Island. For 
well over a century, we have established a 
local and national reputation for delivering 
high quality and compassionate care, crisis 

management, treatment and recovery 
services. Our extensive range of inpatient 
and outpatient services for children, teens, 

adults and seniors focuses on improving our 
patients’ functioning at home, work and 
school, and in their relationships with 

family, friends and others. Our inpatient 
services include child and adolescent, adult 
and senior units, as well as substance use or 

opioid use disorder treatment, including 
services tailored for healthcare professionals 

dealing with addiction. Our outpatient 
services include comprehensive behavioral 
services for young people ages 5 to 21, an 
adolescent partial hospitalization program 
and treatment for substance use disorder.

South Oaks is a key part of the Northwell 
Health System, New York State’s largest 
private employer and healthcare provider 

and a Fortune 100 Best Companies to Work 
For® with 23 hospitals, eight of which are 

Magnet®-designated, more than 750 
outpatient facilities, laboratories, world-
class research facilities and more. We are 
located across Long Island, Manhattan, 
Queens, Staten Island, Westchester and 
beyond. Our 74,000+ clinical and non-

clinical professionals are redefining the way 
health care is delivered. Experience a career 
well cared for and make a difference in the 
lives of the people in the communities in 

which we live, love, and belong. 

With a full menu of great benefits options 
— both the essential and the exceptional — 
we’ll make sure your life at work and away 

from work is truly fulfilling. We offer an 
exceptional compensation and benefits 

package.  Academic appointment is 
commensurate with credentials and 

experience at our exciting new medical 
school, The Zucker School of Medicine at 

Hofstra/Northwell.

For additional information and to apply, 
please call 718-470-7992 or email your 
CV to Office of Physician Recruitment:  

OPR@northwell.edu
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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
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