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The opportunity to

START HER DAY
WITH A GOOD
NIGHT’S SLEEP!

DAYVIGO (lemborexant) is an orexin receptor
antagonist indicated for the treatment of adult patients
with insomnia, characterized by difficulties with sleep
onset and/or sleep maintenance.
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DAY VIGO had no suggested physical dependence or association
with rebound insomnia upon discontinuation’

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

* DAYVIGO contains lemborexant, a Schedule IV-controlled substance

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

Get your patients started with a 5 mg dose'

See how at DAYVIGOhcp.com

SELECTED SAFETY INFORMATION

CONTRAINDICATIONS
* DAYVIGO is contraindicated in patients with narcolepsy.

WARNINGS AND PRECAUTIONS

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

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

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

Use with other classes of CNS depressants (e.g.,
benzodiazepines, opioids, tricyclic antidepressants, alcohol)
increases the risk of CNS depression, which can cause
daytime impairment. Dosage adjustments of DAY VIGO

and concomitant CNS depressants may be necessary when
administered together. Use of DAY VIGO with other insomnia
drugs is not recommended. Patients should be advised not
to consume alcohol in combination with DAY VIGO.

Because DAY VIGO can cause drowsiness, patients,
particularly the elderly, are at a higher risk of falls.

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

DAY VIGO® is a registered trademark used by Eisai Inc. under license from Eisai R&D Management Co., Ltd.
© 2020 Eisai Inc. All rights reserved. DAY V-US2766 09/2020 Distributed and marketed by Eisai Inc., Woodcliff Lake, NJ 07677



SELECTED SAFETY INFORMATION

WARNINGS AND PRECAUTIONS (CONT’D)

» Sleep Paralysis, Hypnagogic/Hypnopompic
Hallucinations, and Cataplexy-Like Symptoms:
Sleep paralysis, an inability to move or speak for up to
several minutes during sleep-wake transitions, hypnagogic/
hypnopompic hallucinations, including vivid and disturbing
perceptions can occur with DAY VIGO. Prescribers should
explain these events to patients.

Symptoms similar to mild cataplexy can occur with

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

Complex Sleep Behaviors:

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

Patients with Compromised Respiratory Function:

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

Worsening of Depression/Suicidal Ideation:

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

Need to Evaluate for Comorbid Diagnoses:

Treatment of insomnia should be initiated only after careful
evaluation of the patient. Re-evaluate for

comorbid conditions if insomnia persists or worsens

after 7 to 10 days of treatment. Worsening of insomnia

or the emergence of new cognitive or behavioral
abnormalities may be the result of an unrecognized
underlying psychiatric or medical disorder and can
emerge during the course of treatment with sleep-
promoting drugs such as DAY VIGO.

ADVERSE REACTIONS

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

DRUG INTERACTIONS

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

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

USE IN SPECIFIC POPULATIONS

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

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

Geriatric Use: Exercise caution when using doses higher
than 5 mg in patients =65 years old.

Renal Impairment: Patients with severe renal impairment
may experience an increased risk of somnolence.

Hepatic Impairment: The maximum recommended
dose of DAYVIGO is 5 mg in patients with moderate
hepatic impairment. DAY VIGO is not recommended in
patients with severe hepatic impairment. Patients with
mild hepatic impairment may experience an increased
risk of somnolence.

DRUG ABUSE AND DEPENDENCE

* DAYVIGO is a Schedule IV-controlled substance.

* Because individuals with a history of abuse or addiction to
alcohol or other drugs may be at increased risk for abuse
and addiction to DAY VIGO, follow such patients carefully.

Please see adjacent Brief Summary of DAY VIGO full
Prescribing Information.

Reference: 1. DAYVIGO (lemborexant) [Prescribing Information]. Woodcliff Lake, NJ: Eisai Inc.

DAYVIGQO® is a registered trademark used by Eisai Inc.
under license from Eisai R&D Management Co., Ltd.
© 2020 Eisai Inc. All rights reserved. DAY V-US2766 09/2020
Distributed and marketed by Eisai Inc., Woodcliff Lake, NJ 07677
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DAYVIGO® (lemborexant) tablets, for oral use, CIV
Initial U.S. Approval: 2019
BRIEF SUMMARY OF FULL PRESCRIBING INFORMATION 04/2020.

INDICATIONS AND USAGE

DAYVIGO is indicated for the treatment of adult patients with insomnia, characterized by difficulties
with sleep onset and/or sleep maintenance.

DOSAGE AND ADMINISTRATION

Dosing Information The recommended dosage of DAYVIGO is 5 mg taken no more than once per
night, immediately before going to bed, with at least 7 hours remaining before the planned time of
awakening. The dose may be increased to the maximum recommended dose of 10 mg based on clinical
response and tolerability. Time to sleep onset may be delayed if taken with or soon after a meal.
Dosage Recommendations for Concomitant Use with CYP3A Inhibitors or CYP3A Inducers
Co-administration with Strong or Moderate CYP3A Inhibitors: Avoid concomitant use of DAYVIGO with
strong or moderate CYP3A inhibitors. Co-administration with Weak CYP3A Inhibitors: The maximum
recommended dosage of DAYVIGO is b mg no more than ance per night when co-administered with
weak CYP3A inhibitors. Co-administration with Strong or Moderate CYP3A Inducers: Avoid concomitant
use of DAYVIGO with strong or moderate CYP3A inducers. Dosage Recommendations for Patients
with Hepatic Impairment The maximum recommended dose of DAYVIGO is b mg no more than once
per night in patients with moderate hepatic impairment. DAYVIGO is not recommended in patients with
severe hepatic impairment.

CONTRAINDICATIONS
DAYVIGO is contraindicated in patients with narcolepsy.
WARNINGS AND PRECAUTIONS

CNS Depressant Effects and Daytime Impairment DAYVIGO is a central nervous system (CNS)
depressant that can impair daytime wakefulness even when used as prescribed. CNS depressant
effects may persist in some patients for up to several days after discontinuing DAYVIGO. Prescribers
should advise patients about the potential for next-day somnolence. Driving ability was impaired

in some subjects taking DAYVIGO 10 mg. The risk of daytime impairment is increased if DAYVIGO is
taken with less than a full night of sleep remaining or if a higher than recommended dose is taken.

If DAYVIGO is taken in these circumstances, patients should be cautioned against driving and other
activities requiring complete mental alertness. Co-administration with other CNS depressants (e.g.,
benzodiazepines, opioids, tricyclic antidepressants, alcohol] increases the risk of CNS depression,
which can cause daytime impairment. Dosage adjustments of DAYVIGO and of concomitant CNS
depressants may be necessary when administered together because of potentially additive effects.
The use of DAYVIGO with other drugs to treat insomnia is not recommended. Patients should be
advised not to consume alcohol in combination with DAYVIGO because of additive effects. Because
DAYVIGO can cause drowsiness, patients, particularly the elderly, are at a higher risk of falls. Sleep
Paralysis, Hypnagogic/Hypnopompic Hallucinations, and Cataplexy-like Symptoms Sleep
paralysis, an inability to move or speak for up to several minutes during sleep-wake transitions,

and hypnagogic/hypnopompic hallucinations, including vivid and disturbing perceptions, can occur
with the use of DAYVIGO. Prescribers should explain the nature of these events to patients when
prescribing DAYVIGO. Symptoms similar to mild cataplexy can occur with DAYVIGO. Such symptoms
can include periods of leg weakness lasting from seconds to a few minutes, can occur either at

night or during the day, and may not be associated with an identified triggering event (e.g.. laughter
or surprise). Complex Sleep Behaviors Complex sleep behaviors, including sleep-walking,
sleep-driving, and engaging in other activities while not fully awake (e.g., preparing and eating

food, making phone calls, having sex), have been reported to occur with the use of hypnotics such

as DAYVIGO. These events can occur in hypnotic-naive as well as in hypnotic-experienced persons.
Patients usually do not remember these events. Complex sleep behaviors may occur following the
first or any subsequent use of DAYVIGO, with or without the concomitant use of alcohol and other CNS
depressants. Discontinue DAYVIGO immediately if a patient experiences a complex sleep behavior.
Patients with Compromised Respiratory Function The effect of DAYVIGO on respiratory
function should be considered if prescribed to patients with compromised respiratory function.
DAYVIGO has not been studied in patients with moderate to severe obstructive sleep apnea (0SA) or in
patients with chronic obstructive pulmonary disease (COPD). Worsening of Depression/Suicidal
Ideation In clinical studies of DAYVIGO in patients with insomnia, the incidence of suicidal ideation
or any suicidal behavior, as assessed by questionnaire, was higher in patients receiving DAYVIGO than
inthose receiving placebo (0.3% for DAYVIGO 10 mg, 0.4% for DAYVIGO 5 mg, and 0.2% for placebo).
In primarily depressed patients treated with hypnatics, worsening of depression and suicidal thoughts
and actions (including completed suicides) have been reported. Suicidal tendencies may be present in
such patients and protective measures may be required. Intentional overdose is more common in this
group of patients; therefore, the lowest number of tablets that is feasible should be prescribed at
any one time. The emergence of any new behavioral sign or symptom of concern requires careful and
immediate evaluation. Need to Evaluate for Co-morbid Diagnoses Because sleep disturbances
may be the presenting manifestation of a medical and/or psychiatric disorder, treatment of insomnia
should be initiated only after careful evaluation of the patient. The failure of insomnia to remit after
7t0 10 days of treatment may indicate the presence of a primary psychiatric and/or medical illness
that should be evaluated. Worsening of insomnia or the emergence of new cognitive or behavioral
abnormalities may be the result of an unrecognized underlying psychiatric or medical disorder and can
emerge during the course of treatment with sleep-promoting drugs such as DAYVIGO.

ADVERSE REACTIONS

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 DAYVIGO was evaluated in 1418 adult patients with insomnia disorder (age 18 to 88 years) from
two controlled efficacy trials (Study T and Study 2). Study 1 was a 6-month placebo-controlled trial

assessing DAYVIGO b or 10 mg once nightly, followed by a 6-month parallel-group extension period
inwhich patients initially treated with DAYVIGO continued on the same dose, and patients who
received placebo were re-randomized to receive DAYVIGO 5 or 10 mg once nightly. In Study 1, 434
patients were treated with DAYVIGO for one year. Study 7 was a 30-day placebo- and active-controlled
trial assessing DAYVIGO 5 or 10 mg once nightly. Adverse Reactions Resulting in Discontinuation of
Treatment: The frequencies of discontinuation due to adverse reactions in Study 1 (the first 30 days)
and Study 2 were 2.6% and 1.4% for patients treated with 10 mg and 5 mg DAYVIGO, respectively.,
compared to 1.6% for patients in the placebo group. The most common adverse reactions leading

to discontinuation of DAYVIGO were somnolence (1.0% for 10 mg, 0.7% for & mg, and 0.4% for
placebo) and nightmares (0.3% for 10 mg. 0.3% for 5 mg. and 0% for placebo). The frequencies of
discontinuation due to adverse reactions in the 6-month placebo-controlled period of Study 1 were
8.3% and 4.1% for patients treated with DAYVIGO 10 mg and b mg, respectively, compared to 3.8%
for patients in the placebo group. The most common reasons for discontinuation of DAYVIGO and
occurring in more than one patient within a treatment arm were somnolence (2.9% for 10 mg. 1.0%
for 5 mg. and 0.6% for placebo), nightmares (1.3% for 10 mg, 0.3% for b mg, and 0% for placebo), and
palpitations (0.6% for 10 mg, 0% for 5 mg. and 0% for placebo). Most Common Adverse Reactions:
The most common adverse reaction (reported in 5% or more of patients treated with DAYVIGO and at
least twice the rate of placebo) in Study 1 (the first 30 days) and Study 2 was somnolence (10% for
DAYVIGO 10 mg, 7% for DAYVIGO b mg. and 1% for placebo). Table 1 presents the adverse reactions
based on the pooled data from the first 30 days of Study 1 (6-month controlled efficacy trial) and
Study 2 (1-month controlled efficacy trial) where the incidence was 2% in DAYVIGO-treated patients
and greater than in placebo-treated patients.

Table 1: Adverse Reactions Reported in 22% of DAYVIGO-Treated Patients and at a Greater
Frequency than Placebo-Treated Patients During the First 30 Days of Study 1and Study 2

Placebo DAYVIGO
L g e
(%) (%)
Somnolence or fatigue* 1.3 6.9 9.6
Headache 34 b9 bh
Nightmare or abnormal dreams 0.9 0.9 2.2

*Combines preferred terms somnolence, lethargy, fatigue, sluggishness

Other Adverse Reactions Observed During Clinical Trials (Studies 1 and 2): Other adverse reactions of <2%
incidence but greater than placebo are shown below. The following list does not include adverse reactions
1) for which a drug cause was remote, 2) that were so general to be uninformative, or 3) that were not
considered to have clinically significant implications.

- Sleep paralysis was reported in 1.6% and 1.3% of patients receiving DAYVIGO 10 mg and 5 mg,
respectively, compared to no reports for placebo. Hypnagogic hallucinations were reported in 0.7%
and 0.1% of patients receiving DAYVIGO 10 mg and b mg, respectively, compared to no reports for placebo.

- Two events of complex sleep behavior were reported, both in patients receiving DAYVIGO 10 mg.
DRUG INTERACTIONS

Drugs Having Clinically Important Interactions with DAYVIGO

Table 2: Clinically Important Drug Interactions with DAYVIGO

Effect of Other Drugs on DAYVIGO

Strong, Moderate, and Weak CYP3A Inhibitors

Clinical impact: Concomitant use with a strong, moderate, or weak CYP3A
inhibitor increases lemborexant AUC and Cra Which may

increase the risk of DAYVIGO adverse reactions.

Intervention: Avoid concomitant use of DAYVIGO with strong or
moderate CYP3A inhibitors.

The maximum recommended dose of DAYVIGO with weak
CYP3Ainhibitors is & mg.

Fxamples: Strong CYP3A inhibitors: itraconazole, clarithromycin
Moderate CYP3A inhibitors: fluconazole. verapamil
Weak CYP3A inhibitors: chlorzoxazone, ranitidine

Strong and Moderate CYP3A Inducers

Clinical fmpact: Concomitant use with a strong or moderate CYP3A inducer
decreases lemborexant exposure, which may reduce

DAYVIGO efficacy.

Intervention Avoid concomitant use of DAYVIGO with strong or
moderate CYP3A inducers

Examples: Strong CYP3A inducers: rifampin, carbamazepine,
St. John's wort

Moderate CYP3A inducers: bosentan, efavirenz, etravirine,
modafinil

Alcohol

Clinical fmpact: Concomitant use of alcohol increases lemborexant C,,,,
and AUC. Co-administration of DAYVIGO with alcohol
produced a numerically greater negative impact on
postural stability and memory as compared with alcohol
alone when assessed near the t,.,, of DAYVIGO (2 hours

post-dose).

Intervention: Avoid alcohol consumption with DAYVIGO




Table 2: Clinically Important Drug Interactions with DAYVIGO (cont'd)

Effect of DAYVIGO on Other Drugs

CYP2B6 Substrates

Clinical fmpact: Concomitant use of DAYVIGO decreases the AUC of drugs
that are CYPZB6 substrates, which may result in reduced
efficacy for these concomitant medications.

Intervention: Patients receiving DAYVIGO and CYPZB6 substrates
concurrently should be monitored for adequate clinical
response. Increasing the doses of CYP2B6 substrates may
be considered as needed.

Examples: Bupropion, methadone

USE IN SPECIFIC POPULATIONS

Pregnancy Pregnancy Exposure Registry: There is a pregnancy exposure registry that monitors
pregnancy outcomes in women who are exposed to DAYVIGO during pregnancy. Healthcare providers
are encouraged to register patients in the DAYVIGO pregnancy registry by calling 1-888-274-2378.
Risk Summary: There are no available data on DAYVIGO use in pregnant women to evaluate for
drug-associated risks of major birth defects, miscarriage or adverse maternal or fetal outcomes.
In-animal reproduction studies, oral administration of lemborexant to pregnant rats and rabbits
during the period of organogenesis caused toxicities only at high multiples of the human exposure

at the maximum recommended human dose (MRHD) based on AUC. The no observed adverse effect
levels NOAEL) are approximately >100 and 23 times the MRHD based on AUC i rats and rabbits,
respectively. Similarly, oral administration of lemborexant to pregnant and lactating rats caused
toxicities only at high multiples of the human exposure at the MRHD based on AUC. The NOAEL

is 93 times the MRHD based on AUC. 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
risks of major birth defects and miscarriage in clinically recognized pregnancies are 2% to 4% and
15% to 20%., respectively. Data: Animal Data Lemborexant was administered orally to pregnant rats
during the period of organogenesis in 2 studies at doses of 60, 200, and 600 mgflﬁg/day or 20, 60,

and 200 mg/fkg/day, which are approximately 6 to >300 times the MRHD based on AUC. Lemborexant
caused maternal toxicity, manifested by decreased body weight and food consumption, decreased
mean fetal body weight, an increased number of dead fetuses, and skeletal, external and visceral
malformations {omphalocele, cleft palate, and membranous ventricular septal defect) at >300 times
the MRHD based on AUC. The NOAEL of 200 mg/kg/day is approximately 143 times the MRHD based on
AUC. Lemborexant was administered orally to pregnant rabbits during the period of organogenesis at
doses of 10, 30, and 100 mg/kg/day, which are approximately 7 to 139 times the MRHD based on AUC.
Lemborexant caused maternal toxicity that consisted of decreased body weight and food consumption
and a higher incidence of skeletal variations (presence of cervical ribs and supernumerary lung Lobes)
at approximately 139 times the MRHD based on AUC. The NOAEL of 30 mg/kg/day is approximately

23 times the MRHD based on AUC. Lemborexant was administered orally to pregnant rats during
pregnancy and lactation at doses of 30, 100, and 300 mg/kg/day, which are approximately 15 to 206
times the MRHD based on AUC. Lemborexant caused maternal toxicity that consisted of decreased
body weight and food consumption and toxicity to offspring consisting of decreased pup body weights,
decreased femur length, and decreased acoustic startle responses at 206 times the MRHD based on
AUC. The NOAEL of 100 mg/kg/day is approximately 93 times the MRHD based on AUC. Lactation
Risk Summary: There are no data on the presence of lemborexant in human milk, the effects on the
breastfed infant, or the effects on milk production. Lemborexant and its metabolites are present

in the milk of lactating rats. When a drug is present in animal milk, it is likely that the drug will

be present in human milk. Infants exposed to DAYVIGO through breastmilk should be monitored for
excessive sedation. The developmental and health benefits of breastfeeding should be considered
along with the mather’s clinical need for DAYVIGO and any potential adverse effects on the breastfed
infant from DAYVIGO or from the underlying maternal condition. Pediatric Use The safety and
effectiveness of DAYVIGO have not been established in pediatric patients. Geriatric Use 0f the total
number of patients treated with DAYVIGO (n=1418) in controlled Phase 3 studies, 491 patients were 65
years and over, and 87 patients were 75 years and over. Overall, efficacy results for patients <65 years
of age were similar compared to patients >65 years. In a pooled analysis of Study 1 fthe first 30 days)
and Study 2, the incidence of somnolence in patients >65 years with DAYVIGO 10 mg was higher (9.8%)
compared to 7.7% in patients <65 years. The incidence of somnolence with DAYVIGO b mg was similar
in patients >65 years (4.9%) and <65 years (5.1%). The incidence of somnolence in patients treated
with placebo was 2% or less regardless of age. Because DAYVIGO can increase somnolence and
drowsiness, patients, particularly the elderly, are at a higher risk of falls. Exercise caution when using
doses higher than 5 mg in patients >65 years old. Renal Impairment No dose adjustment is required
in patients with mild, moderate, or severe renal impairment. DAYVIGO exposure (AUC) was increased
in patients with severe renal impairment. Patients with severe renal impairment may experience

an increased risk of somnolence. Hepatic Impairment DAYVIGO has not been studied in patients
with severe hepatic impairment. Use in this population is not recommended. DAYVIGO exposure

(AUC and Cmax] and terminal half-life were increased in patients with moderate hepatic impairment
(Child-Pugh class B). Dosage adjustment is recommended in patients with moderate hepatic
impairment (Child-Pugh class B). DAYVIGO exposure (AUC) was increased in patients with mild hepatic
impairment (Child-Pugh class A), but the terminal half-life was not changed. Patients with mild
hepatic impairment may experience an increased risk of somnolence. Patients with Compromised
Respiratory Function In a study of patients with mild 0SA (apnea-hypopnea index <15 events per
hour of sleep), DAYVIGO did not increase the frequency of apneic events or cause oxygen desaturation.
DAYVIGO has not been studied in patients with COPD or moderate to severe OSA. Clinically meaningful
respiratory effects of DAYVIGO in COPD or moderate to severe 0SA cannot be excluded.

DRUG ABUSE AND DEPENDENCE

Controlled Substance DAYVIGO contains lemborexant, a Schedule IV controlled substance. Abuse
Abuse is the intentional, non-therapeutic use of a drug, even once, for its desirable psychological or
hysiological effects. In a human abuse potential study conducted in recreational sedative abusers
Fn:Z()], lemborexant 10 mg, 20 mg (two times the maximum recommended dose), and 30 mg (three

times the maximum recommended dose) produced responses on positive subjective measures
such as “Drug Liking,” “Overall Drug Liking." “Take Drug Again,” and “Good Drug Effects” that were

statistically similar to those produced by the sedatives zolpidem (30 mg) and suvorexant (40 mg),
and statistically greater than the responses on these measures that were produced by placebo.
Because individuals with a history of abuse or addiction to alcohol or other drugs may be at increased
risk for abuse and addiction to DAYVIGO, follow such patients carefully. Dependence 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 a significant
dose reduction of a drug. In animal studies and clinical trials evaluating physical dependence.
chronic administration of lemborexant did not produce withdrawal signs or symptoms upon drug
discontinuation. This suggests that lemborexant does not produce physical dependence.

OVERDOSAGE

There is limited clinical experience with DAYVIGO overdose. In clinical pharmacology studies.

healthy patients who were administered multiple doses of up to 75 mg (7.5 times the maximum
recommended dose) of DAYVIGO showed dose-dependent increases in the frequency of somnolence.
There is no available specific antidote to an overdose of DAYVIGO. In the event of overdose, standard
medical practice for the management of any overdose should be used. In managing overdose, provide
supportive care, including close medical supervision and monitoring and consider the possibility

of muttiple drug involvement. Consult 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). The value of
dialysis in the treatment of overdosage has not been determined with lemborexant. As lemborexant is
highly protein-bound, hemodialysis is not expected to contribute to elimination of lemborexant.

CLINICAL STUDIES

Special Safety Studies Middle of the Night Safety: The effect of DAYVIGO on middle of the night
safety was evaluated in a randomized, placebo- and active-controlled trial in healthy female subjects
>bb years or male subjects 65 years. Postural stability, the ability to awaken in response to a sound
stimulus, and attention and memory were assessed following a scheduled awakening 4 hours after
the start of the 8-hour time in bed. Postural stability was measured by assessing body sway using

an ataxia meter. Nighttime dosing of DAYVIGO 5 mg and 10 mg resulted in impairment of balance
(measured by body sway area) at 4 hours as compared to placebo. The ability to awaken to sound in
the middle of the night was assessed using an audiometer that delivered 1000 Hz tones up to 105

dB. There were no meaningful differences between DAYVIGO (5 mg or 10 mg) and placebo on ability
to awaken to sound. A computerized performance assessment battery was administered to assess
attention and memory after middle of the night awakening (4 hours postdose) in subjects receiving
DAYVIGO 5 mg or 10 mg. DAYVIGO was associated with dose-dependent worsening on measures of
attention and memory as compared to placebo. Patients should be cautioned about the potential

for middle of the night postural instability, as well as attention and memory impairment. Effects on
Next-day Postural Stability and Memory: The effects of DAYVIGO on next day postural stability and
memory were evaluated in two randomized, placebo- and active-cantrolled trials in healthy subjects
and insomnia patients age 55 and older. There were no meaningful differences between DAYVIGO (5
mg or 10 mg) and placebo on next-day postural stability or memory compared to placebo. Effects

on Driving: A randomized, double-blind, placebo- and active-controlled, four-period crossover study
evaluated the effects of nighttime administration of DAYVIGO on next-morning driving performance
approximately 9 hours after dosing in 24 healthy elderly subjects (65 years, median age 67 years;

14 men, 10 women) and 24 adult subjects (median age 49 years; 12 men, 12 women). The primary
driving performance outcome measure was change in Standard Deviation of Lateral Position

[SDLP%. Testing was conducted after one night (a single dose] and after eight consecutive nights of
treatment with DAYVIGO. Atthough DAYVIGO at doses of 5 mg and 10 mg did not cause statistically
significant impairment in next-morning driving performance in adult or elderly subjects (compared
with placebo), driving ability was impaired in some subjects taking 10 mg DAYVIGO. Patients using
the 10 mg dose should be cautioned about the potential for next-morning driving impairment because
there is individual variation in sensitivity to DAYVIGO. Rebound Insomnia: Rebound insomnia was
assessed by comparing sleep diary-recorded sSOL and sWASO from the screening period to the two
weeks following treatment discontinuation in both Studies 1 and 2. Analyses of group means and

the proportion of patients with rebound insomnia suggest that DAYVIGO was not associated with
rebound insomnia following treatment discontinuation. Withdrawal Effects: In 12-month and 1-month
controlled safety and efficacy trials (Studies 1 and 2, respectively), withdrawal effects were assessed
by the Tyrer Benzodiazepine Withdrawal Symptom Questionnaire following discontinuation from study
drug in patients who received DAYVIGO 5 mg or 10 mg. There was no evidence of withdrawal effects
following DAYVIGO discontinuation at either dose.

DAYVIGO® is a registered trademark of Eisai R&D Management Co., Ltd. and is licensed to Eisai Inc.
G ©7070Eisai Inc. Allrights reserved. DAYV-US2743 10/2020



OUR TEAM KEEPS GETTING BETTER

As New Jersey’s largest and most comprehensive provider of psychiatric services, we are growing
and accepting applications for Psychiatrists to join our Mental Health and Addiction Interdisciplinary Teams.
All of our hospitals, including Carrier Clinic, Hackensack University Medical Center

and Jersey Shore University Medical Center have open positions.

We are hiring now for:
® |npatient Attending Psychiatrists m Staff Psychiatrist for Adult Inpatient Unit
® Pediatric Collaborative Psychiatrists ® QOutpatient Child & Adolescent Psychiatrists
m Consultation Liaison Psychiatrists ® Geriatric Psychiatrists

® Addiction Psychiatrists ® QOutpatient Psychiatrists

o m
n#%ee Hackensack
44,60 Meridian Health
]

KEEP GETTING BETTER

To learn more, contact renee.theobald@HMHN.org or call: 908-839-5693.
Or visit HackensackMeridianHealth.org/BHStaffing.

The American Journal of Psychotherapy

APA’s journal of psychotherapy practice and research The American Journal of

Psychotherapy

ince 1947, the American Journal of Psychotherapy has provided a forum
for advancing the theory, science, and clinical practice of psychotherapy,

publishing articles that expand understanding of psychotherapies, especially in
the domains of efficacy, process, education, and practice. The journal provides
authors and readers the opportunity to engage fully in pressing psychotherapy
issues such as defining core elements of psychotherapies, dissemination of
evidence-based practices, scaling best practices for expansion to larger popula-
tions, understanding mechanisms of change, and evaluating best practices for

psychotherapy training and supervision. From its new home as part of APA Holly A. Swartz, M.D., Editor-in-Chief
Publishing’s portfolio of journals, the American Journal of Psychotherapy is Frequency: Quarterly

the ideal vehicle to disseminate knowledge about psychotherapy and send a Online ISSN: 2575-6559
message that psychotherapy remains firmly within the purview of psychiatry. psychotherapy.psychiatryonline.org

Q To receive updates on new content, follow the journal on u Twitter
(@APAPubJournals) and sign up for free publication alerts at psychiatryonline.org

® To see more from the journal, including its entire 70+-year archive or to get information about submitting a paper,
visit www.psychotherapy.psychiatryonline.org

AMERICAN . ! Viei . - . o
PSYCHIATRIC appi.org Subscribe Now! Visit appi.org for pricing and more information!
ASSOCIATION )
S —— 1-800-368-5777 . .
PUBLISHING ®  appi@psych.org psychotherapy.psychiatryonline.org
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MOVING MEDICINE FORWARD, ONE INNOVATIVE
MIND AT ATIME. THAT'S THE ARMY DIFFERENCE.

The U.S. Army health care team wants the brightest
students to shape the future of medicine. Through the
Health Professions Scholarship Program, the best
pre-med students in the nation can qualify for full
tuition paid at a medical school of their choice,
receive a monthly stipend to help with expenses,

and may be eligible for a signing bonus.

That's the Army difference.

P

Learn more about the Health Professions Scholarship 1 Us AhMY
Program at healthcare.goarmy.com/aqpz L Bt
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THE AMERICAN PSYCHIATRIC ASSOCIATION

800 Maine Avenue, S.W., Suite 900, Washington, D.C. 20024
(888) 357-7924 (toll-free inside the U.S. and Canada)
web site: www.psychiatry.org ¢ e-mail: apa@psych.org

Chairpersons of Councils, Committees, and Task Forces

Standing Committees

Bylaws Kimberly D. Nordstrom, M.D., J.D.
Elections Justin W. Schoen, M.D.
Ethics Rebecca W. Brendel, M.D., J.D.
Finance and Budget Ann T. Sullivan, M.D.

Audit Ayana Jordan, M.D., Ph.D.

Investment Oversight Steven S. Sharfstein, M.D.
Joint Reference Vivian Pender, M.D.
Membership Eric R. Williams, M.D.
Nominating Bruce J. Schwartz, M.D.
Tellers John A. Talbott, M.D.

Non-Standing Committee
Conflict of Interest Sandra M. DeJong, M.D., M.Sc.

Councils

Council on Addiction Psychiatry
Jill Williams, M.D.

Council on Advocacy and Government Relations
Katherine G. Kennedy, M.D.

Advocacy and Litigation Funding

Bhasker J. Dave, M.D.

Council on Children, Adolescents, and Their Families
Gabrielle Shapiro, M.D.

Women's Mental Health

Ludmila B. De Faria, M.D.

Council on Communications
Isabel K. Norian, M.D.

Council on Consultation-Liaison Psychiatry
Sejal B. Shah, M.D.

Council on Geriatric Psychiatry
Robert P. Roca, M.D.

Council on Healthcare Systems and Financing
Robert L. Trestman, M.D., Ph.D.

Integrated Care

Henry Chung, M.D.

RBRVS, Codes and Reimbursement

Gregory G. Harris, M.D.

Reimbursement for Psychiatric Care

Laurence H. Miller, M.D.

Telepsychiatry

James H. Shore, M.D.

Council on International Psychiatry and Global Health
David C. Henderson, M.D.

Chester Pierce Human Rights Award Committee
[Pending]

Council on Medical Education and Lifelong Learning
Eindra Khin Khin, M.D.

Innovation

Nina Vasan, M.D.

Scientific Program

Jacqueline M. Feldman, M.D.

Scientific Program—IPS (Oct. to Oct. tenure)
[Pending]

Vestermark Award Committee

Josepha A. Cheong, M.D.

Well-being and Burnout

Batool Kazim, M.D.

Council on Minority Mental Health and Health Disparities

Eric Yarbrough, M.D.

Council on Psychiatry and Law
Debra A. Pinals, M.D.

Judicial Action

Reena Kapoor, M.D.

Council on Quality Care

Grayson S. Norquist, M.D.

Mental Health Information Technology
John Torous, M.D.

Quality and Performance Measurement
Carol Alter, M.D.

Practice Guidelines

Daniel J. Anzia, M.D.

Council on Research
Jonathan E. Alpert, M.D., Ph.D.

Psychiatric Dimensions of Disasters
Joshua C. Morganstein, M.D.
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Acadia physicians are recognized thought leaders who help set the
standard for clinical excellence while providing a vital service that

improves lives, unites families, and strengthens communities.

SPECIALTIES:
Inpatient | Residential | Specialty | PHP | IOP | Outpatient

PSYCHIATRIC

NEWS

Edited by Mary C. Vance, M.D,,
Katherine G. Kennedy, M.D.,
llse R. Wiechers, M.D., M.P.P,, M.H.S.,
and Saul Levin, M.D, M.P.A.

Enable
Psychiatric News Brief

With the American Psychiatric Association’s new flash
briefing, Psychiatric News Brief, you can now listen to
synopses of curated articles from Psychiatric News.

Simply enable this skill and you can listen anytime you
choose throughout your day by just

This is both a scholarly text and a
handbook—a uniquely inspiring work
that considers health advocacy as the
public voicing of support for causes, policies, or opinions

that advance patient and population health. Since the American
Medical Association’s 2001 adoption of the “Declaration of

Professional Responsibility: Medicine’s Social Contract with saying “Alexa, what’s my flash brief-

Humanity,” the concept of advocacy as a professional duty has ing” or “Alexa, tell me what’s new”.

gradually become more accepted. Advocacy can, and does,

take many forms, from lobbying the legislature for mental health Flash briefing is a customizable

parity to calling an insurer repeatedly for authorization of health Amazon skill that includes updates

care coverage that has been unfairly denied to a patient, to from your favorite content services. When you say,

pointing out discriminatory practices in medical settings against
individuals with mental health diagnoses. The many arenas of
advocacy and its diverse beneficiaries are addressed in depth in
this engaging book.

“Alexa, what’s my flash briefing?” or “Alexa, what’s the
news,” you'll hear updates from any organization that
you have enabled.

Go to psychnews.psychiatryonline.org/alexa

2020 © 458 pages ® ISBN 978-1-61537-233-1  Paperback ® $59.00 e Item #37233 to sigh up now!

2020 © 458 pages © ISBN 978-1-61537-311-6 © eBook  $47.00 e Item #37311
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Go Online

Visit ajp.psychiatryonline.org for these features!

AJP in Advance Discover the latest research advances before they appear in print

Pervasively Thinner Neocortex as a Transdiagnostic Feature of

General Psychopathology

Data from 861 population-representative adults reveal that the underlying m
brain structural correlates of mental disorders are unlikely to exhibit specificity, =
suggesting that it may prove more fruitful to pursue common rather than

distinct mechanisms of general psychopathology in advancing efforts to

improve prevention and intervention.

AJP CME Earn CME credit: 3 courses per issue

You can earn CME credits by reading articles in The American Journal of
Psychiatry. Three articles in this issue form a short course that consists of
reading the article and answering three multiple-choice questions with a
single correct answer for up to 1 AMA PRA Category 1 Credit™ each.

Credit is issued only to subscribers of the online AJP CME Course Program.

New courses have been created for the following articles in this month’s issue:

Treatment-Specific Associations Between Brain Activation and Symptom Reduction
in OCD Following CBT: A Randomized fMRI Trial (p. 39)

Antibodies From Children With PANDAS Bind Specifically to Striatal Cholinergic
Interneurons and Alter Their Activity (p. 48)

Diagnostic Classification for Human Autism and Obsessive-Compulsive Disorder
Based on Machine Learning From a Primate Genetic Model (p. 65)

AJP Multimedia Access audio and video for highlights of each issue

In AJP Audio this month, Executive Editor Michael Roy speaks with Luke J.
Norman, Ph.D., and Kate D. Fitzgerald, M.D., about their research on whether
brain activity is associated with treatment response to cognitive-behavioral
therapy among individuals with obsessive-compulsive disorder (p. 39).

In this month’s video, Deputy Editor Daniel S. Pine, M.D., discusses the articles
“Treatment-Specific Associations Between Brain Activation and Symptom
Reduction in OCD Following CBT: A Randomized fMRI Trial” (p. 39) and
“Antibodies From Children With PANDAS Bind Specifically to Striatal
Cholinergic Interneurons and Alter Their Activity” (p. 48).

History of Psychiatry Reuvisit the field’s rich history through the AJP Archive

175 Years Ago This Month: On the Relative Liability of the

Two Sexes to Insanity

John Thurnam, M.D., argues that the opinion at that time of insanity being

more prevalent among women than among men was the result of an

erroneous method of statistical analysis. Pointing to census results and typical
Note ages at illness onset, the author concludes that “we can have no grounds for

Our New doubting that men are actually more liable to disorders of the mind than

itter women.”

:|Vavnd|e‘.
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