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Patient Referral for SPRAVATO® Treatment

Referring Healthcare Provider Name .
ATTENTION TO:

Street Address

Town/City State ZIP Code B
RECEIVER FAX #:

Phone Fax

Email

1. PATIENT INFORMATION

First Name: Last Name: Date of Birth:
Address: Phone Number#*:
Town/City: State: ZIP Code: Email:

*Can a voicemail be left at this number for an appointment? [_]Y/ [N

Primary Insurance: Policy #: Group #:
Policyholder Name: Card/BIN #:
Caregiver’s Name: Caregiver’s Phone Number:

2. MEDICAL HISTORY

Diagnosis:

Medical/Treatment History: Medications History:

Additional medical reports and supporting documents are included with this form. [_]Y/ [_IN

3. REFERRING HEALTHCARE PROVIDER INFORMATION

Name: Phone Number:

Practice: Email: Fax Number:

Please notify me with updates regarding my patient through: |:|Phone/ |:|Email/ |:|Fax

Please see full Prescribing Information, including BOXED WARNINGS, and Medication Guide for SPRAVATO®.
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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

D ive S Pati ith Maior D ive Di ith £
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)] 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 4 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 4: Adverse Reactions Occurring in 22% of Adult Patients with MDD and Acute
Suicidal Ideation or Behavior Treated with SPRAVATO + Oral AD and ata
Greater Rate than Patients Treated with Placebo Nasal Spray + Oral AD

SPRAVATO + Oral AD | Placebo + Oral AD
(N=227) (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%)

Table 4: Adverse Reactions Occurring in 2% of Adult Patients with MDD and Acute
Suicidal Ideation or Behavior Treated with SPRAVATO + Oral AD and ata
Greater Rate than Patients Treated with Placebo Nasal Spray + Oral AD

(continued)
SPRAVATO + Oral AD Placebo + Oral AD
(N=227) (N=225)

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%) I 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
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 (5.1)]. Table 5
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 5: 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 265 Years

of Age with TRD)
Patients <65 years Patients =65 years
Placebo +| SPRAVATO + | Placebo + |SPRAVATO +
Oral AD Oral AD Oral AD Oral AD
56mg 84mg 28to 84 mg

Number of patients* N=112 | N=114 | N=114 N=63 N=72
Sedation (MOAA/S 1% 50% 61% 19% 49%
score <5b)

*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 <b) 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 5.

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
4indicates 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 (5.2)]. Table 6 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.
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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
atintranasal 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 ohserved 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
45 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.

8.2 Lactation
Risk Summary

Esketamine is presentin 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 treatmentwith 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.

8.3 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 (5.10) and Use in Specific Populations (8.1)]. 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.

84 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.

85 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 Cpac and AUC values were higher in elderly patients
compared with younger adult patients [see Clinical Pharmacology (12.3)].

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-Asherg Depression Rating
Scale (MADRS).

8.6 Hepatic Impairment

The mean esketamine AUC and ty7 values were higher in patients with moderate
hepatic impairment compared to those with normal hepatic function [see Clinical
Pharmacology (12.3)]. 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)].

9 DRUG ABUSE AND DEPENDENCE
91 Controlled Substance

SPRAVATO contains esketamine hydrochloride, the (S)-enantiomer of ketamine
and a Schedule lll controlled substance under the Controlled Substances Act.

9.2 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 itwas 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 1l 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.

9.3 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.

10 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).

11 DESCRIPTION

SPRAVATO® contains esketamine hydrochloride, a non-competitive N-methyl-
D-aspartate (NMDA) receptor antagonist. Esketamine is the S-enantiomer of
racemic ketamine. The chemical name is (S)-2-(o-chlorophenyl)-2-(methylamino)
cyclohexanone hydrochloride. Its molecular formula is Cy3HsCINO.HCI and its
molecular weight is 274.2. The structural formula is:

Cl

“NHMe .HCI

Esketamine hydrochloride is a white or almost white crystalline powder that is
freely soluble in water and in methanol, and soluble in ethanol.

SPRAVATO nasal spray is intended for nasal administration. Esketamine
hydrochloride is contained as a solution in a stoppered glass vial within the nasal
spray device. Each device delivers two sprays with a total of 32.3 mg of esketamine
hydrochloride (equivalent to 28 mg of esketamine) in 0.2 mL of a clear, colorless
aqueous solution with a pH of 4.5.






SPRAVATO® (esketamine) nasal spray, CllI

SPRAVATO® (esketamine) nasal spray, Clll

In Vitro Studies

. Esketamine has modest induction effects on CYP2B6 and
CYP3A4 in human hepatocytes. Esketamine and its major metabolites do not
induce CYP1A2. Esketamine and its major circulating metabolites did not show
inhibition potential against CYPs and UGTs, except for a weak reversible inhibition
of noresketamine on CYP3A4.

Transporter Systems: Esketamine is not a substrate of transporters P-glycoprotein
(P-gp; multidrug resistance protein 1), breast cancer resistance protein (BCRP),
or organic anion transporter (OATP) 1B1, or OATP1B3. Esketamine and its major
circulating metabolites do not inhibit these transporters or multi-drug and toxin
extrusion 1 (MATE1) and MATE2-K, or organic cation transporter 2 (0CT2), 0AT1,
or OAT3.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

Once-daily intranasal administration of esketamine at doses equivalent to 4.5,
15, and 45 mg/kg/day (based on a 200-gram rat) did not increase the incidence
of tumors in a 2-year rat carcinogenicity study. At the highest dose, the AUC
exposure to esketamine was lower than the human exposure (AUC) at the
maximum recommended human dose (MRHD) of 84 mg. Once-daily subcutaneous
administration of esketamine up to 75 mg/kg/day (reduced to 40 mg/kg/day during
week 17) did not increase the incidence of tumors in a 6-month study in transgenic
(Tg.rasH2) mice.

Mutagenesis

Esketamine was not mutagenic with or without metabolic activation in the Ames test.
Genotoxic effects with esketamine were seen in a screening in vitro micronucleus
testin the presence of metabolic activation. However, intravenously-administered
esketamine was devoid of genotoxic properties in an in vivo bone marrow
micronucleus test in rats and an in vivo Comet assay in rat liver cells.

Impairment of Fertility

Esketamine was administered intranasally to both male and female rats before
mating, throughout the mating period, and up to day 7 of gestation at doses
equivalent to 4.5, 15, and 45 mg/kg/day (based on a 200-gram rat), which are
approximately 0.05, 0.3, and 0.6-times the maximum recommended human dose
(MRHD) of 84 mg/day based on mean AUC expaosures, respectively. Estrous cycle
irregularities were observed at the high dose of 45 mg/kg/day and increased time
to mate was observed at doses > 15 mg/kg/day without an overall effect on mating
or fertility indices. The No Observed Adverse Effect Level (NOAEL) for mating and
fertility is 45 mg/kg/day which is 0.6 times the esketamine exposures at MRHD of
84 mg/day.

13.2 Animal Toxicology and/or Pharmacology

In a single-dose neuronal toxicity study where esketamine was administered
intranasally to adult female rats, there were no findings of neuronal vacuolation
in the brain up to an estimated dose equivalent of 45 mg/kg for a 200-gram rat
with a safety margin of 1.8 and 4.5 times the clinical exposures for AUC and Crax,
respectively, to the MRHD of 84 mg/day. In a second single-dose neurotoxicity
study conducted with intranasally administered esketamine to adult female rats,
there were no findings of neuronal necrosis up to a dose equivalent of 270 mg/kg
for a 200-gram rat which has a safety margin of 18-fold and 23-fold, respectively,
to AUC and Cpax exposures at the MRHD of 84 mg/day. Neuronal vacuolation was
not examined in this study.

In a single-dose neuronal toxicity study in adult rats, subcutaneously administered
racemic ketamine caused neuronal vacuolation in layer | of the retrosplenial
cortex of the brain without neuronal necrosis at a dose of 60 mg/kg. The NOAEL for
vacuolation in this study was 15 mg/kg. Estimating 50% of the exposure to be from
esketamine, the NOAEL for neuronal vacuolation is 1.6-times and 4.5-times and the
NOAEL for neuronal necrosis is 10-times and 16-times exposures, respectively, for
AUC and Cpax to the clinical exposure at the MRHD of 84 mg/day. The relevance of
these findings to humans is unknown.

14 CLINICAL STUDIES
14.1 Treatment-Resistant Depression

SPRAVATO was evaluated in a randomized, placebo-controlled, double-blind,
multicenter, short-term (4-week), Phase 3 study (Study 1; NCT02418585) in adult
patients 18 to <65 years old with treatment-resistant depression (TRD). Patients
in Study 1 met DSM-5 criteria for major depressive disorder (MDD) and in the
current depressive episode, had not responded adequately to at least two
different antidepressants of adequate dose and duration. After discontinuing prior
antidepressant treatments, patients in Study 1 were randomized to receive twice
weekly doses of intranasal SPRAVATO (flexible dose; 56 mg or 84 mg) or intranasal
placebo. All patients also received open-label concomitant treatment with a newly
initiated daily oral antidepressant (AD) (duloxetine, escitalopram, sertraline, or
extended-release venlafaxine as determined by the investigator based on patient’s

prior treatment history). SPRAVATO could be titrated up to 84 mg starting with the
second dose based on investigator discretion.

The demographic and baseline disease characteristics of patients in Study 1 were
similar for the SPRAVATO and placebo nasal spray groups. Patients had a median
age of 47 years (range 19 to 64 years) and were 62% female, 93% Caucasian, and
5% Black. The newly initiated oral AD was an SSRI in 32% of patients and an SNRI
in 68% of patients.

In Study 1, the primary efficacy measure was change from baseline in the
Montgomery-Asberg Depression Rating Scale (MADRS) total score at the end
of the 4-week double-blind induction phase. The MADRS is a ten-item, clinician-
rated scale used to assess severity of depressive symptoms. Scores on the
MADRS range from 0 to 60, with higher scores indicating more severe depression.
SPRAVATO plus a newly initiated oral AD demonstrated statistical superiority
on the primary efficacy measure compared to placebo nasal spray plus a newly
initiated oral AD (see Table 9).

Table 9: Primary Efficacy Results for Change from Baseline in MADRS Total
Score at Week 4 in Patients with TRD in Study 1

LS Mean (SE)
Number Mean Change from LS Mean
of Baseline Baselineto  Difference
Treatment Group Patients Score (SD) end of Week4  (95% CI)*
SPRAVATO (56 mg or 114 37.0(5.7) -19.8(1.3) -4.0
84 mg) + Oral ADT (-7.3;-0.6)
Placebo nasal spray + 109 37.3(5.7) -15.8(1.3) -

Oral AD

SD=standard deviation, SE=standard error; LS Mean=least-squares mean;

Cl=confidence interval; AD=antidepressant

* Difference (SPRAVATO + Oral AD minus Placebo nasal spray + Oral AD) in least-
squares mean change from baseline

T SPRAVATO + Oral AD was statistically significantly superior to placebo nasal
spray + oral AD

Time Course of Treatment Response

Figure 4 shows the time course of response for the primary efficacy measure
(MADRS) in Study 1. Most of SPRAVATQ's treatment difference compared to
placebo was observed at 24 hours. Between 24 hours and Day 28, both the
SPRAVATO and placebo groups continued to improve; the difference between
the groups generally remained but did not appear to increase over time through
Day 28. At Day 28, 67% of the patients randomized to SPRAVATO were receiving
84 mg twice weekly.

Figure 4: Least Squares Mean Change from Baseline in MADRS Total Score Over
Time in Patients with TRD in Study 1* (Full Analysis Set)
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* Note: In this flexible-dose study, dosing was individualized based on efficacy and
tolerability. Few subjects (<10%) had reduction in SPRAVATO dosage from 84 mg

to 56 mg twice weekly.

Study 2 (NCT02493868) was a long-term randomized, double-blind, parallel-group,
multicenter maintenance-of-effect study in adults 18 to <65 years of age who
were known remitters and responders to SPRAVATQ. Patients in this study were
responders in one of two short-term controlled trials (Study 1 and another 4-week
study) or in an open-label direct-enrollment study in which they received flexibly-
dosed SPRAVATO (56 mg or 84 mg twice weekly) plus daily oral AD in an initial
4-week phase.

Stable remission was defined as a MADRS total score < 12 for at least 3 of the last
4 weeks. Stable response was defined as a MADRS total score reduction = 50%
for the last 2 weeks of optimization and not in remission. After at least 16 initial
weeks of treatment with SPRAVATO and an oral AD, stable remitters and stable
responders were randomized separately to continue intranasal treatment with


















