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ATTENTION TO:

JESSICA JENKINS
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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/ |:|N

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®.


(806)352-2744

JESSICA JENKINS

KATHRYN MCNEIL, M.D., P.A.
          1801 HALSTEAD
                SUITE B
          AMARILLO, TEXAS
                  79106
           (806)352-2742


SPRAVATO®

{esketaming| nasal spray, CllI

HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the infermation needed to use SPRAVATD®
safely and effactively. See full prescribing information for SPRAVATO®.
SPRAVATO® (eshetamine} nasal spray. Gl

Initial U.5. Approval: 1970 {ketaminge)

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

See full prescribing information for compiete boxed warning.

* Riskforsedation, dissociation, and respiratorydepression after administration.
Monitar patients for atleast o hours after administeation (5.1, 5.2, 5.3).

* Potential for a buse and misuse, Consider the risks nd benefits of prescribing
SPRAVATQ prior to using in patients at higher risk of abuse. Momtor patients
for signs and symptoms of abuse and misuse, (54)

» SPRAVATO is enly available thromgh a restricted program called the
SPRAVATO REMS. (5.5

* Increased risk of suicidal thoughts and behaviors in pediatric and young

atlult patients taking antidepressants, Closely monitor all antidepressamt-
treated patients for clinical worsening and emergence of suicidal thoughts

and be haviors. SPRAVATD is not approved for use in pediatric patients. [5.6)

RECENT MAJOR CHANGES
Boxed Warning 102023
Dusage and Adrministration {2.1) 1052023
Warmings and Precantions (5.1, 5.3, 5.51 1042023

INDICATIONS AND USAGE-—-— oo

SPRAVAT 0%is a non-competitive W-methyl [-aspartate (NMDAb receptor antagenist

ndicated, in conjunetion vwith an eral aniidepressant, for the realmenl ol

« Treatment-resistant depression (TRO) in adults. (1)

= Depressive sympioms in adults with major depressive disorder (MDD with
acute suicidal ideatinn ar hehaviar. (1)

Limitations of Use:

¢ The effectivennss of SPRAVATO in preventimg suicide or in reducing snicidal
idzation ar hehawior has not been demanstrated. Use of SPRAVATO does not
preclude the nesd for hospitalization iF clinically warranted, even if patients
aexperience improvement after aninital dose of SPRAVATO, (1]

= SPRAVATDIs nulappraved asan snesthelic agenl The salely and elfzclivensss
of SFRAVATO as an anasthotic agenthave not hoen established. (1)

DOSAGE AND ADMINISTRATION

e Sdmimister SPRA&VATO intranasally under the supervisiom of @ healheare
prenvider, 12,1}

= fssesshlood pressure prior to and alter administration. 2.1}

SPRAVATO® {eskatamine) nasal spray. Clil

« TRD: Evidence of therapeutic bensfit should be evaluated at the end of the
damaekinduction phase ta determine need for continuad reatment, {224

+ Depressive spargtoms in MO0 with acuite siwendalideanon ar behavior Bvidence
of therapeutic benefit should be evaluated after 4 weeks to determine need far
continued treatment. Treatment bevond 4 weeks has not been systematicalby
evaluated, (2.31

# Ses Fill Prescribing Inlurm aton lor recomimended dosage. (2.2, 23]

» See Full Prescnbing Infermation for important administration mstructions, (2.4}

e DOSAGE FORMS AND STRENGTHS -

Nasal Spray: 28 mg of esketamine par device. Each nasal spray device delivers
bwio sprays conlaining & tolal of 28 mg of esketamine. (3)

emmmmmmmeeecenin oo CONTRAINDICATI O NS- --- e

o Ancurysmal vascular digease (incloding thoracic and  abdominal aorta,
intracranial and peripheral arterial vesesls] or arteriovenous malHormation. (4)

* Intracerebral hemorrhage. ()

+ Hynersensitivity m esketaming, lietamine, ar any of the excipients. (4)

msmmmmmememmen s e e WWARNING S AND PRECAUTIONS-

s ncreasas in Bload Prassura: Pationts with cardinvascolar and enrebravascuolar
conditions and risk factars may be at an increased risk of associated adverse
effects. IB.7)

= Cpgmetive Impairment, SPRAVATO may mmpair attention, judgment, Bonking,
reaction speed and motor skills. |5.8)

s mpaired Ability to Onve and Jperate Meefingry: Oo not drive or operats
machinery until the next day after a restful sleep, {5.9)

= Cembryo-felal Toxiony: May cause letal harm. Cansider pregnancy planning and
prevention in fernales of reprodustive potential. (5,11, 8.1, 8.3%

ADVERSE REACTIONS

The most cammonly observed adverse reactions {incidence =5% and atleast twice

that of placeho plus oral antidepressant}

= TRD: dissocizlion, dizziness, nauses, sedalion, verligo. hypuesthesis, anxiely,
lethargy, blaod pressure increased, vamiting, and teefing drunle (5)

« Treatment of depressive symptoms in adults wath MOD with acute suicidal
idaation or behavier: dissaciation, diminess, sedation, hland pressure
increased. hypaesthesia, vamiting, cuphoric mood, and vertingn. 6]

To report SUSPECTED ADVERSE REACTIONS, contact Janssen Pharmaceuticals,
Inc. at 1-800-JAMNSSEN (1-800-526-7736) or FDA at 1-800-FDA-1088 or wuw.ffa.
poumedvaich.

mmmmmmraenrmemmmnn s mmenes oo IS E IN SPECIFIC POPULATIOMS-=- 2=emmemmmem commmeme e eeee
=« Lactation: Breastieeding nol recommended, 13.2)

See 17 for PATIENT COUNSELING INMFORMATION and Medication Guide.
Revised: 10,2023
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FULL PRESCRIBING INFORMATION

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

Sedation

+ Patients are at risk for sedation after administration of SPRAVATO [see
Warnings and Precautions (5.1)].

Dissociati

* Patients are atrisk for dissociative or perceptual changes after administration
of SPRAVATO [see Warmnings and Precautions (5.2)].

* Respiratory depression has heen observed in postmarketing experience [see
Warnings and Precautions (5.3)].

Because of the risks of sedation, dissociation, and respiratory depression,
atients must be monitored for at least 2 hours at each treatment session,
llowed by an assessment to determine when the patient is considered

clinically stable and ready to leave the healthcare setting [see Warnings and

Precautions (5.1, 5.2, 5.3)].

Abuse and Misuse

* SPRAVATO has the potential to he abused and misused. Consider the risks
and benefits of prescrihing 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 f&d}}g.

Because of the risks of serious adverse outcomes resulting from sedation,

dissociation, respiratory depression, abuse and misuse, SPRAVATO is only

available through a restricted ruq_ram under a Risk Evaluation and Mitigation

Strateqy (REMS) called the SPRAVATO REMS [see Warnings and Precautions (5.5)].

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 (5.6)].

1 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)] Use
of SPRAVATO does not preclude the need for hospitalization if clinically warranted,
even if patients experience improvement after an initial dose of SPRAVATO.

» SPRAVATQisnot approved as an anesthetic agent. The safety and effectiveness
of SPRAVATO as an anesthetic agent have not been established.

2 DOSAGE AND ADMINISTRATION

2.1 Important Considerations Prior to Initiating and During Therapy

SPRAVATO must be administered under the direct supervision of a healthcare
provider. A treatment session consists of nasal administration of SPRAVATO and
post-administration ohservation under supervision.

Respiratary Status Assessment During Treatment
* Monitaor patients for changes in respiratory status for at least 2 hours (including
pulse oximetry) at each treatment session [see Warnings and Precautions (5.3)].

Blood Pressure Assessment Before and After Treatment

* Assess blood pressure prior to dosing with SPRAVATO [see Warnings and
Precautions (5.7)].

» |f baseline blood pressure is elevated (e.g., >140 mmHg systolic, >90 mmHg
diastolic), consider the risks of shart term increases in blood pressure and
benefit of SPRAVATO treatment [see Warnings and Precautions (5.7)]. Do not
administer SPRAVATO if an increase in blood pressure or intracranial pressure
poses a serious risk [see Contraindications (4)].

+ After dosing with SPRAVATO, reassess blood pressure at approximately 40 minutes
(which corresponds with the Cpa.) and subsequently as clinically warranted.

» |f blood pressure is decreasing and the patient appears clinically stable for atleast
twao hours, the patient may be discharged at the end of the post-dose monitoring
period; if not, continue to monitor [see Warnings and Precautions (5.7)].

Because some patients may experience nausea and vomiting after administration
of SPRAVATO [see Adverse Reactions (6.1)], advise patients to avoid food for at
least 2 hours befare administration and to avoid drinking liquids at least 30 minutes
prior to administration,

Patients who require a nasal corticosteroid or nasal decongestant on a dosing
day should administer these medications at least 1 hour before SPRAVATO [see
Clinical Pharmacology (12.3)].

2.2 Treatment-Resistant Depression

Administer SPRAVATO in conjunction with an oral antidepressant (AD).

The recommended dosage of SPRAVATO for the treatment of TRD in adults is
shown in Table 1. Dosage adjustments should be made based on efficacy and
tolerability. Evidence of therapeutic benefit should be evaluated at the end of the
induction phase to determine need for continued treatment.

Table 1: Recommended Dosage for SPRAVATO for TRD

Adults
Induction Phase Weeks 11to 4; Day 1 starting dose: 56 mg
Administer twice per week  Subsequent doses: 56 mg
or 84 mg
Maintenance Phase Weeks 5to 8;
Administer once weekly 56 mg or 84 mg
Week 9 and after:

Administer every 2 weeks or 56 mg or 84 mg
once weekly®

* Dosing frequency should be individualized to the leastfrequent dosing to maintain
remission/response.

2.3 Depressive Symptoms in Patients with Major Depressive Disorder with
Acute Suicidal Ideation or Behavior
Administer SPRAVATO in conjunction with an oral antidepressant (AD).

The recommended dosage of SPRAVATO for the treatment of depressive symptoms
in adults with MDD with acute suicidal ideation or behavior is 84 mg twice per
week for 4 weeks. Dosage may be reduced to 56 mg twice per week based on
tolerability. After 4 weeks of treatment with SPRAVATO, evidence of therapeutic
benefit should be evaluated to determine need for continued treatment. The use
of SPRAVATO, in conjunction with an oral antidepressant, beyond 4 weeks has not
been systematically evaluated in the treatment of depressive symptoms in patients
with MDD with acute suicidal ideation or behavior.

2.4 Administration Instructions

SPRAVATO is for nasal use only. The nasal spray device delivers a total of 28 mg of
esketamine. To prevent loss of medication, do not prime the device befare use, Use
2 devices (for a 56 mg dose) or 3 devices (for an 84 mg dose), with a 5-minute rest
between use of each device. Follow these administration instructions and read the
Instructions for Use before administration:

Nasal Spray Device Indicator
One device contains 2 sprays.
Tip (1 spray for each nostril)
2 green dots (0 mg delivered)
- Nose rest
¥ Device full
& Indicator
i <
Finger rest
1lgreen dot
One spray
delivered
No green dots
Plunger Two sprays (28 mg) delivered

Each device delivers two sprays Device empty

containing a total of 28 mg
of esketamine,

B Get ready

Before first device only:

Instruct patient to
blow nose before
first device only.

Confirm required
number of devices.

56 mg = 2 devices

84 mg = 3 devices
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Prepare device

Healthcare professional:

« Check expiration date ('"EXP’).

If expired, get a new device.

+» Peel blister and remove
device.

Step 4

Instruct the patient to:

= Insert tip straight into the
first nostril.

» Nose rest should touch the
skin between the nostrils.

Step 5

Healthcare professional:

+ Take device from patient.

* Check that indicator shows
no green dots. If you see a
green dot, have patient spray
again into the second nostril.

» Check indicator again to
confirm device is empty.

Healthcare professional:

* Do not prime device.
This will result in a loss of
medication.

+ Check that indicator shows
2 green dots. If not, dispose
of device and get a new one.

+ Hand device to patient.

Patient sprays once into each nostril

Instruct the patient to:
* Close opposite nostril.

+ Breathe in through nose
while pushing plunger all the
way up until it stops.

Confirm delivery and rest

Instruct the patient to:

+ Rest in a comfortable position
(preferably, semi-reclined) for
5 minutes after each device.

« If liquid drips out, dab nose
with a tissue.

& Do not blow nose.

Prepare patient

N

Instruct the patient to:

» Hold device as shown with
the thumb gently supporting
the plunger.

* Do not press the plunger.

Instruct the patient to:

« Sniff gently after spraying to
keep medication inside nose.

Next device

Healthcare professional:

« Repeat Steps 2-5 for the

next device.

IMPORTANT: Ensure that

patient waits 5 minutes

after each device to allow

medication to absorb.

About
45°

>

Instruct the patient to:

* Recline head at about
45 degrees during
administration to keep
medication inside the nose.

Instruct the patient to:

« Switch hands to insert tip
into the second nostril.

» Repeat Step 4 to deliver
second spray.

Disposal

Dispose of used device(s)
per facility procedure for a
Schedule Ill drug product and
per applicable federal, state,
and local regulations.
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25 Post-Administration Ohservation

During and after SPRAVATO administration ateach rreatment session, shserve the
patient for at least 2 hours until the patient is safe t@ leave [see Warnings and
Frecaubions (9.1, 5.2 2.2 5.7}[ Before SPRAVATO administration, nstract patients
not to engage in potentially hazardous activities, such as driving a motor vehicle
ar aparating machineny, until the next day afrar a restful sleep fsee Warnings and
Procautions (5.810,

26 Missed Treatment Sessian|s}

If & patient misses reatment session{s), provided there is no worsening of their
depressive symptems, the patient should continue the current dosing schedule,
For patients weho miss treatment sessionis) during maintenance treatment and have
warsening of depression symptoms, per chinical judgement, consider returning to
the previous dosing scheduls (5. q., if dasss missad during waekly dasing, revertto
twics waakly dosingl.

3 DOSAGE FORMS AND STREMGTHS

MNazsl Spray: 28 mg of esketamine per deviee. Each nasal spray device delivers

two sprays containing a total of 28 mg esketamine.

4  CONTRAINDICATIONS

SPRAVATO 15 contrandicated in patients with:

= Aneurysmal vascular disease {inclding thoracic and sbdominal aorts,
intracranial, and peripheral arterial vessels) ar arteriovenous malfarmatian J’SPE
Warmings and Precautions {8 7]

o History of inracerehral hemorrhage (see Warnings and Precaunons (8.7

+ Hypersensitivity to esketamine, ketaming, ar any of the excipisnts.

5  WARNINGS AND PRECAUTIONS
51 Sedahon
SPRAVATO may cause sedation or loss of consciousness. In some cases, patients
may display diminished or less apparent breathing. In clinical trials, 88% to 61% of
SPRAVATO-treated patients developed scdation based on the Madified Observer's
Assossment of Alermess/Sedation scale (MOAASI fsee Advarse Beactions (5.1)]
and 0.3% Lol 4% of SPRAVATO-treated patients experienced loss ol censciousness
IMOARS score ol D),
Becnuse of the possibility of delayed or prolonged sedation, patients must be
manitered by a healtheare provider for ar least 2 hours at gach treatment session,
follmwed by an assessment to determing when the patient is conside red I‘|IHII:H||‘,'
slable and ready oleave the healthcare setting (see Dosage and Admmistration 2 5)),
Closely moritar for sedation with concomitant use of SPRAVATO with CNS
depressants [see Dy interactions (711
SPRAVATO is available only through a restricted program under a REME [see
Warmings aid Precaobons (5.
52 Dissociation
The mest commen psyehological effects of SPAMWATD were dissociative or
perceptual changes {including distertion of time, space and llusions), derealizsion
and depersonalization (B1% to BI% ol SPRAVATD-lreated patienls developed
disgsociative or percepmualehangas hased onthe Clinician-Admimstored Dissociative
States Scale) Jseo Adverse Beackons (6. T Gven its annhalrmndurn dissaciative
affects, carafully 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 atleast 2 howrs at gach reatment session, followed by an assessment
to determine whetythe patientis considered clinicaly stable and ready to leaye the
healtheare setting fsee Dosage ard Administraton (2 51,
SPRAVATO is awailable only through = reswricted program under a REMS [see
Warnings and Precautions [%.5)].
53 Respiratory Depression
In post marketing expearience, respiratory dapression wasabsemvad with the use of
SPRAVATO. I addition, thera were rare raparts of respiratory arrest fzee Adverse
Heachons (6.2)).
Because of the risks of respiratory depressian, patients must be manirored
tor changes in respiratory status by & healthcare provider tor at least 2 haurs
{including pulse oximeny) at each teatment session, fallowed by an assessment
to deterimine when the patientis considered clinically stable and ready to leaye the
healtheare satting [sae Dosage ard Administration (2,50,
SPHAVATO is avallable only thiough & restricted program under a REMS [see
Warnings and Precanmons (55)].
54 Ahuse and Misuse
SPRAVATO contains esketaming, & Schedule 1l controlled substance (CHI, and
may he subject to abuse aml diversion. Assess sach patient's risk for abuse
or misuse prior o prescribing SPRAVATO and monitor all patiems receiving
SPRAVATO far the development of these behaviars or eendiions, ineluding drug-
sonking hehawvior, while on therapy. Contact Incal state prnff“:smn'll ||rr'nﬂ||1g
hoard or state-cantrolled substances autharity for infarmation an how ta prevent
and detect abuse or diversion of SPRAYATO. Individuals with a history of drug
ahuse or dependence are at greater risk; theretore, use careful consideration prior
to treatment of individuals wath a istory of substance use dlsurdﬂran_d manitor far
signs of abuse or dependence (see Drog Abose and Dependance (1
SPRAVATO is available only through a reswicted program under a REMS [see
Warnings and Precsenons (B.0)].
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5.5 SPRAVATD Risk Evaluation and Mitigation Strategy (REMS)

SPRAVATO is availalile only through a res:lrir:te-d pragram under a REMS called the
SPRAVATO REMS because af the rislks of serious adverse outcomes fram sedation,
dissociation, rewlrntl,-r,- depression, abuse and misuse {see Boxed Warning and
Warnings and Precauhons (A1, 52 53 54)].

Important requirements of the SPRAVATO REMS include the following:

« Healthcars settings must be certified inthe program and ensure that SPRAVATT is:

— Only dispensed and administerad in healthcare setings.

— Patients treated in outpatient settings (e_g. medical offices and elinics) must
he gnrollzd in the program.

— Administered by patients under the direct observation of a healthc are provider
and that patients are monitored hy a healthcare provider for at least 2 hours
afteradminisration of SPRAMATD fsee Dosage and Administration (2,51,

» Pharmacies must be cenified in the REMS and must only dispense SPRAVATO

10 healthcare settings that are certfied in the program,

Further information, including & list of certified pharmacies is available at
wrw SPRAVATOrems.eom ar 1-885-382-8022,

56 Swicidal Thoughts and Behaviors in Adolescents and Young Adults

In pooled analyses of placebo-controlled trials of antide pressant drugs (23R and
othar antdepressant classes) that inclided approximately 77,000 adult patients
and 4,500 pediatric patients (SPRAVATO is not approved in pediatric patients), the
incidence of suicidal thaughts and behavicrs in patients age 24 years and younger
was greater than in placebo-tresled patients. There was considerable variation in
risk ot suizidal theughts and behaviors among drug s, but there was an increased
risk identified in young patients for most drugs studied. There were differences in
absolute risk of suieidal thoughts and behawiors across the different indications,
wilh the highesl mcidence mopalienls wilh major depressive disorder (MDD
The drug-placcho differences in the number of cases of suieidal thoughts and
behawiors per 1000 patients treated are provided in Table 2.

Table Z: Risk Differences of the Number of Patients with Suicidal Thounghts or
Behaviors inthe Pealed Placebo-Controlled Trials of Antidepressants in
Pediatric® and Adult Patients

R E.lie Haliié_l_‘\‘earsln Drug-Placeha Diffzrence in Number of Patients writh
Suicidal Thoughts or Bshaviors per 1000 Patients Treated

Increases Compared to Placebo

<18 14 additional patients

18-24 5 additional patients
Decreasas Compared 1o Placeho

25-64 1 fewer patient

=65 b fewer patients

* SPRAVATD s not approved in pediatric patients,

It is unknown whether the risk of suicidal thoughts and behaviors in children,
adolescents, and youn g adults extends o longer-termuose, e, beyond four months.
However, there is substantial ovidence from placcho-contrelled maintenance
studies in adults with MDD that antidepressants delay tharscurrence of depression
and that depression itself is a risk factor for suicidal thaughts and behaviors.
Monitor all antidepres sant-weated patients for clinical warsening and emergance
of suicidal thoughts and behaviors, especially during the imtial few manths of drug
therapy and &t times of dosage changes Counsel family members or caregivers of
patients to monitor for changes in behavior and to alert the healthcare provider,
Conzider changing the therapeutic regimen, including possibly discontinuing
SPRAVATO andfor the concomitanl aral antdepressant, in patienls wlhose
depression is persistently worse, ar wha are experiencing emergent suicidal
thoughts or behaviars.

5.7 Increase in Blood Pressure

SPRAVATO causes incresses in sysiolic andfor disstelic blood pressure [BFI
at al recommendsd duses, Increases in BF peak approximately 40 minutes
after SPRAVATO administration and last approdmately 4 hours [see Adverse
Reachons [6.7)]

Approximalely 8% o 19% of SPRAVATO-reated patients and 1% W 3% of placebo-
treoted patients experienced an incroase of greater than or equal to 40 mmHg in
systolic BP andior 25 mmHg in diastolic BP in the first 1. 5 howr s after ad ministration
atleast ance during the first dweeks of treatment, A substantial increase in blood
pressure caukd noour after any dose administerad even if smaller blond pressure
effects were obs erved with previous administrations, SFRAVATO is contraindic ated
in patients for whom anincrease in BP or intracranial pressure poses a serious
risk {e.g. anenrysmal '.'aQ"ular diseqse, arteriovenous malformation, history
of intracerebral hemorrhage] [see Contramngications ()] Before prescribing
SPRAVATO, patienls with olher cardiovasculsr and cerebrovascular condilivns
should ba caretully assessad to determine whather the potential benefits of
SPRAVATO outweigh its risks.

Aasess BP prior to administration of SPRAVATO. In patients whoss BP is elevated
prior o SPRAVATO administration 1as a general guide: =140/90 mmHg| a desision
to delay SPRAVATO therapy should take into aecount the balance of benefit and
risk in mdiwidual patients.
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BP should be moenitared for at least 2 haors after SPRAVATO administration [see
Dasage and Administration (2.1, 2.0 Measure blood pressure around 40 minutes
post-dose and subsequently as chnically warranted until values decline. If BP
remains high, pramptly seck assistance fram practitioners expericnced in BP
management Refer patients experiencing symptoms of a hyperiensive crisis (s.0.,
chesl pain, shorness ol breath] or hyperlensive encephalupathy (e.g, sudden
severe headache, wisual disturbances, seizures, diminished consciousness or
focal nevralngical deficitsh immediate b for RMACYANEY CAFR,

Closely manitor klood pressure with concemitant use of SPRAVATO with
psychostimulants or monosamine oxidase inhibitors (MADIs) [see Drug Inleraclions
(7.2, 7.3l

In paticnts with history of I1i,J|'mrrpn't|wp encephalnpathy, more intensive monitaring,
incheding more frequent blood pressure and symptom assessment, is warranted
hecausa these patients are at increased risk for developing encephalopathy with
even small increases in blood pressure,

58 Cogmtive Impainment

Shart-Term Cognitive Impairment

In a study in healthy volunteers, a single dose of SPRAVATO caused cognitive
perfarmanc e decling 40 minutes paet -dose, Compared to placeho-treated sulijects,
SPRAVATO-treated subjects required a greater effort to complete cognitive
tests at 40 minutes post-dose, Cogmtive perfarmance and mental elort were
comparable between SPRAVATO and placeba at 2 hours post-dose. Sleepincss
was comparable after 4 hours post-dose.

Long-Term Cognitive Impairment

Long-term cognitive and memory impairment have been reparted with repeated
ketamine misuse or abuse. Mo adverse effects of SPRAVATD nasal spray on
cognitive functioning were ohserved in a ane-year open-lahs| safety study;
howsver, the long-terin cognitive effects of SPRAVATO have not been eyaluated
beyond one year

59 Impairad Ability to Drive and Oparata Machinary

Twwg placebo-controlled studiesvere condugled o assess lheellecls ol SPRAVATD
on the shility to drive [sea Chmical Swidies {14.3). The elfects of SPRAVATO 84 mg
ware comparahle 1o placebo at & hours and 18 hours post-dose. Howeaver, o
SPH.‘WP-T(F treated subjects in ong of the studies discontinued the driving test at
8 hours post-dose because of SPRAVATO-related adverse reactions,

Before SPRAYATO administration, instruct patients not to enqage in potentially
hazardous sctivities requiring Dumplate mental alertness and mator coordinatian,
such as driving a motarvehicle ar nperating machineny, until the next day h)llmr..nng
a resttul sleep. Patients will need 1o arrange transportation home following
treatment with SFRAVATO.

5.10 Ulcerative or Interstitial Cystitis

Caszes ol ulceralive or interslilial cyslitis have been reporled in individuals with
long-term off-label use or misuse/zbuse of ketamine. In clinical studies with
SPRAVATO nasal spray. there was a higher rate of lower urinary tract symptoms
{pollakiuria, dysuria, micturition urgency, necturia, and cystitis) in SPRAVATO-
freated patients than in placebo-trested patients [see Adverse feactions [0
Mo cases of esketamine-related interstital cysting were observed in any of the
studies, which included treatment for up to a year.

Manitor for urinary tract and bladder symptoms during the course of treatment
with SPRAYWATD, and refer to an appropriate healthcare provider as clinically
warrainted.

511 Embryo-fetal Toxicity

Based on published findings from pregnant animals treated with ketamine, the
racemic mixture of arketamine and esketarmine, SPRAVATO may cause fetal harm
when administzred to pregnant women. Advise pregnant women of the potential
nisk to an infant exposed to SPRAVATO in utere Adviee women of reproductive
potential to consider pregnaney planning and prevention [see Use in Specific
Fopelatiohs (8.7, 83

6  ADVERSE REACTIONS

The following adverse reactions are discussed in more detail in other sections of
the laheling:

= Sedation [see Warnings and Eracautions (5. 1]

Dissociation fsee Warnings and Precautions (5.2)]

Respiratory Depressian [see Warnings and Precautians [5.3)1

Increase in Blood Pressure fseo Warmings and Procautions [6.7)]

Cognitive limpairinent (see Warmigs and Precadbors (5.8)7

IwE Jb} ired Ahility to Orive ard Operale Machinery (see Warnings and Pracaclions
)

¢ Ulcerative or Interstitial Cystitis [sae Warmings and Pracautions 5. 70)7

« Embryo-fetal Toxivity [saa Warmings ana Precautions (5 17

6.1 Clinical Trials Expenence

Because clinizal trials are condueted under widely wvarying conditions, adverse
reaction rates observed in the climeal trials of a drug cannot be directly compared
to rates in the clinical trials of anather drug and may nat reflect the rates observed
in clinical practice.

Treatment-Rasistant Deprassion

SPRAVATO was avaluated for Rm‘r-}Bt in 1708 adutte diagnosed with trestmant-
resistant_depression (TRDY [see Glinfeal Studies (14.10] Arom fue Phase 3
studies (3 short-term and 2 [eng-term studies) and one Phase 2 dose-ranging
gtudy. OF all SPRAWATO-treated patients in the completed Phase 3 studiss.
479 (30%) received at least & months of treatment, and 178 {11%) recemwed at least
12 manths of reatmant.

SPRAVATO® {esketamine) nasal spray, ClII

Adverse Reactions Leading to Discontinuation of Treatment

I short-term studies in adults < 65 vears old 1Study 1 pooled with ancther 4-week
studyl, the proportion af patients whodiscontinued reatment because of an adverse
reaction was 46% in patients who received SPAAVATO plus oral AD compared
to 1.4% for patients who received placebo nasal spray plus oral &0, For adults
= 65 years ald, the propartions were 56% and 31%, respectivaly. In Study 2, a
lang-term maintenanee study, the dissontinuannn rates kecause af an adverse
regchion were similar for palenls receiving SPRAVATO plus wral A0 and placebo
nasal spray plus oral AD in the maintenance phase, st 2.6% and 2.1%, respectively.
fcross all Phase 3 studies, adverse reactions lzading to SPRAVATO discontinuation
in more than 2 patients were (n arder of frequencey) anxiery (1.2%), depression
0.5, blaod pressure increased (08%), dizziness (0B% |, suicidal ideation {0.5%l,
dissociation (04%) natusea 04%) vamiting (08% b headache (D2%) muscular
weakness [0.3%], vertigo [(2%), hypertension [0.2%), panie attack (D2%} and
sedation (0. 5%).

Most Common Advarse Reachons

The mostcammaonly chserved sdversereactions in patients treatedwith S PRAVATO
plusaral AD{incidence =6% and atleast twice that of placebn nasal spray plus aral
ADbwere dissociation, dizziness, nausea, sedatian, vertige, hypeesthesia, anxiety,
lethargy, blaod pressure increazed, vomiting. and feeling drunk,

Table 3 shows the incidence of adverse reactions thatoccurred in patients tre ated
with SFRAVATO plus oral AD at any dose and greater than patients trested with
placebo nasal spray plus oral AD.

Tahle 3 Adverse Reactions Decurring in 2% of Adult TRD Patiems Treated wyith
SPRAVATO + Oral AD at Any Dose and at a Greater Rate than Patients
Treated with Placebe Nasal Spray + Oral AD
SPRAVATO + Oral AD  Placebo + Oral AD
{N=346} (N=222}

Cardiac disorders

Tachycardia® B {2%) 100.5%)
Ear and labyrinth disorders

Wertige® T 2AN f {3%)
Gastrointestinal disorders

Mauses 08 | 2%, . 19 (9%

Yamiting 32 (9%} 4 42%)

Diarrhea 23 (T} 13 16|

Dy moth 19 (5%} 713%)

Constipation | 17 12%:} 3%
General disorders and administration site conditions

Feeling drunk 19 5%} | 140.5%)

Feeling ahnormal 12 (3%} 0407}
Investigations

Elnad pressure increased™ 36 (10% | B 3%
Mervous system disorders

Dizziness™ 107 (#9%) 17 &%)

Sedation® T4 23% 21 19%

Headache® T0{20%| FBATE

Dysgeusia” BE 19} 3049

Hypioe sthesig* B3 (18| 542%)

Lethargy™ ITN%| 12 15%]

Dysarthria™ 15 (4%} 040%)

Tremar 12 3%} 201%)

Mental impairment 17 (3%} 2 {15!
Psychiatnic dizorders

Dissociation® 142 (41%) 2119%]

Anxiety 45 (12%1 14 (6%

Insamnia 29 (&%} 16 (7%

Euphoric mand 15 (4%} 24{1%)]
Renal and urinary disorders

Pollakiuria 17 (3%} 1{0.5%)
Respiratory, thoracic and medizstinal disorders

Masal discomtort” 13 (Tl 1115%]

Throatirritation 23 f]"’*':-} 9045

Oropharyngeal pain ) 542
Skin and subcutaneons tissue disorders

Hyperhidrosis 14 (%} 5437

* The following terms weere combined:
Anxiety includes: agilalion, antcipatory anxisly; an<ely, fear Tesling jitlery;
irritnbility; nerenuaness; panic attack; tension
Blood pressure increased ineludes: blood pressure diastolic increased; blood
pressure increased: hlood pressure systalic increased; hypertension
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Dissoeiation ineludes: delusional perception; depersonalizatonderealization
disorder; derealization; diplopia; dissociation; dysesthesia; feeling cald; feeling
hot; teeling of body temperature change; hallucination; hallusination, auditory;
hallucination, visual; hyperacusis; llusion; vcular discomlort oral dysesthesis;
paresthesia; paresthesia oral pharyngeal paresthesia; photphobia; time
perception altered; tnnitus; vision hlurred; visual impairment
Dizzinessincludes: dizziness, dizziness exertions|; dizziness postural; procedural
dizzingss

Dysarthria includes: dysarthria; slow speech; spaech disorder

Dysyeusia ineludes: dysgeusia; hypogeusia

Headache includes: headache; sinus headache

Hypoesthesia includes: hypoesthesia; hypossthesia oral, hypoesthesia testh,
pharyngeal hyporsthesia

Lethargy includes: tatigue; lethargy

Masal discomfort includes: nasal crusting; nasal discomfort, nasal dryness;
nasal pruritus

Sedation inclwdes: altered state ef canscinusness; hypersomnia; sedation;
snmnnlence

Tachyeandia ineludes: extrasystoles: heart rate increased; tachycardia

Vertiga includes: vartign; verngn pesitional

Depressive Symptoms in Patients with Major Depressive Disorder with dcote

FPRAVATD was evaluared for satery in 262 adults for the treatment of depressive
sympioms in adulls wath major depressive disorder (MOD) with acute suicidal
weation or behavier Jsee Clinical Stedies (M2) from tweo Phase 3 studies
{Study 3 and Study 4] and onc Phasc 2 study. Of all SPRAYVATO-treated patients
in the completed Phase 3 studies, 184 {81%]) received all eight doses over a
4-week treatment period.

Adversa Feactions Laading e Disconticuation of Treatmanr

In short-term studies in adults {poaled Study 3 and Study 41, the proparion of
patients who discontinued treatment becavse of an adverse reaction was 6.2%
for patients who received SPRAVATO plus oral AD compared to 3.6% for patients
who recejved placebo masal spray plus oral All, Adverse reactions leading to
SPRAVATO discontinuation in more than 1 patient were (in arder of frequencyl:
dissociation-related events 126%), blood pressure increased (0.9%), dizziness-
related events (0.9%), nausea (0.9% ), and sedatian-related events {D9%).

Most Camman Advarse Beactions

The mast cammenly abserved adverse reactinns in pafients treated with SPRAVATO
plus oral A (incidence =5% and alleas| ice that ol placebo nassl spray plus oral
Al weere dissociation, dizziness, sedation, blood pres sure increased, hypoesthe sia,
womiting, euphoric mood, and vertigo. Table 3 shows the ncidence of adverse
reactions that occurred in patients treated with SPRAYATD plus oral A0 and greater
than patients realed wilh placebo nasal spray plus oral AD.

Table 4: Adverse Reactions Occurring in =2% of Adult Patients with MDD and Acute
Suicidal ldeation or Behavior Treated with SPRAVATO + Dral AD and at a
Greater Rate than Paticnts Troated with Placebo Masal Spray + Oral AD

SPRAVATO + Qral AD Placehe + Oral AD
(N=227) {N=225}
Cardiac disorders
Tachyeardia’ | B 3% | 241%)
Ear and labyrinth diserders
Vertiga | 19 (5% | 1{0.4%)
Gastrointestinal disorders
MNausea B (27%:1 314149
Vomiling I (1% 12 (5|
Canstipation 22 [10%) 14 (5%}
Dry mouth B(3%] B {37
Toothache hi2%| 241%)
General disorders and administration site conditions
Feeling drunk B4 1{04%)
Feeling of relaxation 5 (25} I{1%)
Investigations
Blnndpressureincreased‘l 24 (15%) | 14 16% |
Musculoskeletal and connective tissue disorders
Whyalgia | 5 (2%) | 140.4%)
MNervous system disorders
Dirzingss™ 100 (355} 39 {15%)
Sedation® Bh (29%) 20125
Dysgeusia® a6 (20%) 294135
Hypaesthesia® 0135 2%
Lethargy® 10 (4% J{T%)
Canfusional state 5 (28| 0 {0%)
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Tahle & Adverse Reactions Decurring in 2% of Adul 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

{eantinued}
SPRAVATO +Ural AD Placeba + Qral AD
(=221} {N=225)

Peyehiatrie disorders

Dissociation® 10 (38°4) 03k

Anxien® 34 {154) 2043%)

Eupharic mood 17 (7% 1{0a%

Intentional self-njury T3%) 31%)

Dyephona B {2%) 00%)
Renal and urinary disorders

Pollakiurie® | i 12%) 201%)
Respiratory, thoracic and mediastinal disorders

Orapharyngeal pain 108%| 301%)

Throatirritation 9{4%) 2%
Skin and subcutanenus tissue disorders

Hyperhidrisis™ | 11 (5%} 5 (2%]

*The tollowing terms wwera combined:

Anxiety includes: agitation; anxiety, anxiety disorder; fear

nenausess; panic attacls psychaometar hyperactivity; tension

Bloaod pressure increased incluwdes: blood pressure diastolic increased; hlood

pressure increased, blood pressure systolic mereased; hypertension

Dissociation incliudes: depersonalization’derealization disorder; derealization;

diplopia; dissociation; dysesthesia; feeling cold; feeling hot; hallucination;

hallueination, auditorg: hallusination, wisual hallueiiations, miiked, hyp&ra-,um'

paresthesia; paresthesia aral: |Jhan'ngea| paresthesia; phmm}hoh’la: tirne:

perceptien altsred: tinnitus; vision blurred

Dizziness includes: dizzinass; dizziness sxertional; dizziness postural

Dysgeusia ineludes: dysgeusia; hypogeusia

Hyperhidrosis includes: cold sweal; hyperhidrosis

Hypoesthesia includes: hypoesthesia; hypoesthesia oral;intranasal nvpeesthesia;

pharyngeal hypoesthesia

Lethargy ineludes: fatique; lethargy; psychormetar retard atian

Pollakivria includes: micturition urgency; pollakivria

Sedation includes: sedation; samnalence; slupor

Tachycardia ineludes: heart rate incroased; sinus tachycardia; tachycardia
Sedation
Sedation was evaluated by adverse event reparts and the Modified Ohserwer's
Assessment of Alertness/Sedation MOAASS). Inthe MOARS, 5 means “responds
readily to name spoken in normal tone” and 0 means “no response after painful
trapezius squesze” Any decrease in MOALSS from pre-dose is considered to
inlicate the presence of sedation, and such a decrease ocourred in a higher
numbher af patients an SPRAVATO than placeha during the short-term TRO snudies.
Dose-related increases in the incidence of sedation (MOAAS score <6l were
ohserved in a fixed-dose TRD study fsee Warnings and Precsuiions (5T Table 5
presents the ncidence of sedaton (MOAA'S score <8hin a fived -dose sudy with
arlult patients <65 years of age with TRD and a flexible-dose study with patients
=Bhvears of age with TRO.

Table 5: Incidence of Sedation (MOAA/S Scare <5} in Doubla-Blind, Randomized,
Placebo-Conitrolled Studies (Fixed -Dose Study with Adult Patients <65
Years of Age with TRD and Flexible-Dose Smily with Patients =65 Years

irritahility;

of Age with TRD)
Patients <65 years Patients =65 years
Placeho+| SPRAMATO + | Placeho+ |SPRAVATO +
Oral AD Oral KD Oral AD Oral AD
56my B4 myg 28 to B4 myg

Mumber of patients™ N=112 N=114 | N=114 N=63 N=T2
Sedation {MOALSS 1% ED% 1% 19% 9%
soore <hf

‘Patiznts who were evaluated with MOAAS

In studies forthe reatmentof depres sive symptoms in adults with MDD with acute
suicidal ideation or behavior, there was 5 higher incidence of sedation {MOAAS
score <5] in patients treated with SPAAVATO plus oral AD compared to patients
treated with placeho plus oral AD, similar ta the TRO study results in Tahle 5

SPRAVATO can cause dissociafive symptoms lincluding  derealization  and
depersonalization] and parceptual changes {including distortinn of fime and space,
and illusions). In clinical tnals, dissociation was transient and occurred on the day
of dosing, Qissociation was evaluated hy adverse evant reports and the Clinician-
Administered Dissociative Stotes Scale ICADSS), A CADSS total score of mare than
4indicates the presence of dissociative symptems, and such an increase to a scorm
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af 4 ar more occurred inoa higher number of patients on SPRAVATO compared to
placeho during the shor-term TRO swdies. Dose-related increases in the incidence
of dissosiative symptoms {CADSS total score =4 and change =01 were abserved
in a fised-dose TRD study {see Warnings ard Frecautions (5.20 Table § presents
the incidence of dissociation [CADSS wial score =4 and change =01 in a fixed-dose
study with adult patients <865 years of age with TRD and a flexible-dose swdy with
patients =65 years ot age with TRO,
Table 6: Inzidence of Dissaciation (CADSS Total Score >4 and Change >0 in
Double-Blind, Randamized, Placebo-Contralled Smulies {Fixed-Dose
Stidy 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
SPRAVATO SPRAVATO
Placebo + + Dral AD Placeho + + Oral AD
Oral AD Smg | 8mg Qral AD 281080 mg
Number of patients® | N=113 N=113 = N=116 N=55 N=72
CADSS total score
=4 and change =0 Al 51% B9 124 75%

& Mumber of patignts who were evaluated with CADSS

In studies far the reatment of depressive symptoms in adults with MDD with acute
suicidal ideation ar hehavior, patients treated with 3PRAYATO plus oral A0 also
demanstrated a higher number (81%) with dissociation (CADSS total score =4 and
change =0 compared to patients treated with placebo plus oral A0 {16%
Increasc in Blond Prossure

The mean placebo-adjusted increases in systolic and diastolic blood pressure
{SBP and DBP} vwer litne were sboul T w9 mmHg in SBP andd to& mimH g in DBF at
40 minutes post-dose and 2i0D rnran inSBPand 1 to 3mmHg in DEP &t 1.5 hours
pust-dose inpatienls wilth TRD receiving 3 PAAYATO plus oral d.Hl.Idt! pressanls .'.b"b‘
VWarnings and Precaitiens (5,70 Table 7 presents increases in blood pressure in
shurl-lerm lnals wilh patients <65 years of age and 260 vears of aue with TAD,

Table 7:Increases in Blood Pressure in Double-hlind, Randomized, Placebo-

Controlled, Short-Term Trials of SPRAVATO + Oral AD Compared to
Placeho Naszal Spray + Oral AD in the Treatment of TRI¥ in Adult Patients

Patients <65 years Patients :65 years
SPRAVATO | Placebe + | SPRAVATO | Placeha +
+ Oral AD Qral AD + Oral AD Oral AD

N=346 M=222 N=72 N=65

Systolic blood pressure
180 mmHy g (k) 7 (3} 1 (2%}

=40 mmHy increase 29 (3% 1 (05R%I 12 117%) 1 (2%}
Diastolic hlood pressure

=110 mmHy 13 (4% 1 (DR

=25 mmHg increase 46 113%1 G 13% | 10 114%) 2 (%}

In studies for the reatment of depressive symptoms i adolts with MDD with
acute suicidal ideation or behavior, patients treated with SPRAVATO plus aral
anlidepressants demonsiraled similar mean placebo-adjusted increases in SBP
and OEP compared to patient with TRD, a5 well as similar rates of increases to
SBP =180 mmHg or 280 mmHyg increases in SBF. and similar ralss of increases o
OBP 2110 mmHg ar 225 mmHg increases in DBF. compared to the TRO study results
in Tahle 7.
217

SPRAVATO can cause nausea and vomiting. Most of thesa events occurred on the
day of dosing and resalved the same day, with the median duration not exceeding
1 hour in most subjects across dosing sessions. Rates of reported nausea and
wormihing decreased over time across dosing sessions from the first woek of
treatment inthe short-term studies, as well as over time wath long-term treatment.
Table B presents the incidence and seventy of nausea and vomiting in a short-term
study with patients with TRD.

Table 8:Incidence and Severity of Nausea and Vomiting im & Dowble-blind,
Randomized, Placebo-Controlled, Fixed-Dose Study in Adult Patienis

wvith TRD
Naiizea Voiniting
1]
Treatment (+ Oral AD) N All Severe All Severe
SPRAVATD 56 mg 15 | 31 (27%) ] 7 6% 1}
SPRAVATO &4 mq 16 | 37T 132%) | 4 (2%} 14 {12%) 33%)
Placebo Masal Spray 113 | 121%} 1] 212%) fi

In studics for the treatment of depressive symptoms in adults with MOD with acute
suicidal ideation or behavior, patients dermonstrated similarincidence and severiny of
reported maus ea and wemiting compared 1o the TRD study resuls deseribed abowve.
Senzc of Smell

sense ol smell was assessed ower Lme; noe difference was observed belvwesn
patients treatad with SPRAVATI plus oral AD and those treated with placebo nasal
spray plus aral AD during the double-blind maintenance phase of Study 2 [see
Cimmical Studiies (14.1].
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6.2 Pestmarketing Experience

The following adverse reaction has been identilied during postapproval use of
SPRAVATO. Because these reactions are reported voluntarily, i0is nat always
possible to reliahly estmate their frequency or establish & causal relationship to
drig arposLre.

Respiratory, thoracie and mediasiina! disorders:respiratory depression {including
ms:plralnr-,' arrest)

7 DRUG INTERACTIONS

1.1 Central Nervous System Depressants

Concomitant use with CNS depressants |e.qg., benrodiazepines, opioids, alcohal]
may increase sedation feee Warnings and Precautionsz (51)] Clogely monitor for
sedation with concomitant use of SPRAVATO with CINS depressants.

7.2 Psychostimulants

Concomitant use with psychostmulants (e.g. amphetamings, methylphenidate,
mudafinil, armodatinilt may increase blood pressure fsee Warnings and
Pracaunors (574 Closely manimr hlond pressure with concomitant use of
SPRAVATO with psychostimulants.

7.3 Monoamine Oxidasa Inhibitors {MADIs)

Caneomitant use with monoamine xidase inhihitars {MADIS ) may incre ase blood
pressure (see Warnings and Precaotians (570 Clasely monitor blood prossuee
with concomitantuse of SPRAVATO with MACIs.

B  USE IN SPECIFIC POPULATIONS

B.1 Pregnancy

|[ I.IIE.. :[.. [. :]iEIE

There is a pregnancy exposure registry that monitors pregnancy outcomes in
women exposed o anlidepressants, including SPRAYATO, during pregnancy.
Healtheare providers are encouraged 1o register patients by contacting
the Mational Pregnamcy Registry for  Antidepressants  at 1-B4-905-6185
or onling ar Bepsdivomensmantalhealh.orgicinicat and-rasaarch programs?
pragrancyregistrgantidepressantal

SPRAVATO is mot recommendad during pregnancy. There are insufficient data
on SPRAVATO use in pregnant women to drave conclusions about any drug-
associated nsk of major birth defects, miscarnage, or adverse maternal or fetal
putcomes. Based on published fndings from pregnant animals treated with
ketamine, the racemic mixture of arketamine and esketamine, SPRAVATO may
cause fetal harm when administered to pregnant women (see Dafal, Advise
pregnant women of the potential nsk to an infant exposed to SPRAVATO i utero.
There are risks to the mother associated with untreated depression in pregnancy
(see Linical Considerations). If 3 woman becomes pregnant while being tre ated
with SPRAWATD. treatmenl wilh esketamne should be discontinued and Lhe
patient should be counselad about the patential risk w the lelus,

Published studies in pregnant primates demaonstrate that the administration of
drugs that black Mmathy-Daspartate (NMDA) receptors during the period of
peak brain development increases neuronal apoptosis in the developing
hrain of the offspring. There are no data on pregnancy expasures in primates
correspunding W pericds prior 1o the tird trimesterin humans [see Use i Speeilie
Popitations (8211,

In an embryo-fatal repraduction study in rahhits, skelatal malformations were
noted at maternally texic doses when ketaming was intranasally adminigte red with
a No Observed Adverse EHect Level (NOAEL| st estimated esketamine exposures
0.3 times the exposures at the masimum recommended human dese IMEHDI
of B4 maday. In addition, intranasal administration of esketamine to pregnant
rats during preqnancy and lactation at exposures that were similar to these at
the MRHD resulted i a delay in senzorimotor development in pups during the
preweaning period and a decrease in motor activity in the post-weaning period.
The estimated hackground risk of majer birth defects and miscarriage for the
indicated population is unknown. All pregnancies have a background nsk of
birth defect, loss, or other adverse outcomes. In the U.S. general population, the
estimated background nisk of major birth defects and miscarmags in clincally
recognized pregnancias is 2 1o 4% and 15t 20%, respectively.

Chnical Considerations

Diseaso-Aszsacioted Maternal andior Embryo-Forad Risk

A prospective, longitudinal study followed 20T pregnant veormen with & history of
inajor depressive disorder wlhio were eithymic and taking antidepressants at the
beginning of pregnancy, The wamen who discontinued antidepressants during
pragrancy were more likely to experiznce a relapse of major depression than
wenmen who continued ontidepressants. Considor the risk of untroated depression
when discontinuing ar changing treatment with antidepressant medication during
pregnancy and poslpartum,

Data

Animal Dara

Based on published data, when Teinale monkeys were trealed intravenously with
racemic ketamine at anesthetic doge [evels in the third trimester of pregnancy,
nauranal cell death waz abserved intha brains of their fetuses, This periad of hrain
develapment translates into the third trimester of human pregnancy. The clinical
significance of these findings is not clzar, however, studies in juvenile animals
suggestneurnapoptasis correlates with long-term cognitive deficits.
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Racemic ketaming was administered intranasally to pregnant rats during the
period of organogenesis at duses of 15 50, and 150 my/kyfday. The No Dbserved
Aulverse Effect Level {NOAEL) for embryo-fetal taxicity in rats was the highest
duse al 150 mofkgdday. Estimaling 50% of (he expasure W be [rom sskelamine,
the NOWMEL associated with esketaming plasma expasure (AUCHis 12-times the
AUG expasure at the MRHD of 84 modday. In pregnant rabbits, racemic ketaming
was administzred intranasally from gestational day 1w 12 at doses of 10, 30, and
100 mg kg day, The high dose was lowsred from 100 to 50 mg'kg after § days of
dosing due 10 excessive martality in the pregnant rabbits. Skeletal malfarmations
ware ohservad at doses = 30 mylkgdday, which were maternally toxic, The NOAEL
for skeletal malfermatons was assaciated with a plasma esketaming Rxpoasure
{ALUCHthat was 0.3 times the AUC expasure at MBHO of B4 mgdday,

Administration of esketaming tw pregnant rats during pregnancy and lactaton
atintranasal doses equivalent o 45,15, and 48 mg/kg/day (hased an a 200-gram
rat] procduced AUC exposures 007, 05, and OF nmes the MEHO of &4 mofday,
respectively, Maternal toxicity was abserved at doses = 15 mgdkgdday. In additian,
a dnse-dependent delay in the age of attainment of Preyer respanse reflex was
abserved in pups at all doses during the preweaning period, This sensory'motor
develepmental measure was tested starting an posmaral day (PNDb 8, and the
effact normalized by PND 19 intreatment graups as compared with PHD 14 for the
majerity of the contral animals, There is no MOAEL for this delay in sensorgmotor
response observed impups during the preweaning perind, During the postweaning
period, a decrease in motor activity was ohserved at doses = 15 mg/lkg which
15 D.5-times the human expesure at the MRHO of B4 meg'day. The MOAEL for
maternal taxicity and decraas sed mator activity during the postweaning period was
45 modkg/day which was asscclated with a plasma exposura (BUC) that was
0.07-times the AUC exposure at WMEHD of 88 ma'day.

82 Lactation

Risk Summary

Esketamine is presentin human milk. There are nodata on the efects of SPRAVATO
on the breastfed infant or on milk production. Published studies in juvenile animals
repurl neurolaxicity feee Data ) Because of the patential Tor nedroloxicoity, advise
patients thatbreast-feedingis notrecommended during treatmentwith SPRAVATO.

Dala

Published juvenile amimal studies demonstrate that the admimstration of drugs
that hlack MMOA receptors, such as ketamine, during the period of rapid brain
growth or synaptogenesis, results in widespread nevronal and chgodendrocyte
cell lnss in the developing hrain and alterations in synaptic marphoelagy and
neurogenesis. Based on comparisens across spesics, the window of winarability
to these changes is believed to correlate with exposuras in the third trimeaster of
gostation thraugh the first several months of fe, bur this windew may extend our
to approximately 3 yvesrs of age in humans.

83 Females and Males of Reproductive Potential

Cantrageption

Based an published animal repraduction studies, SPRAVATID may callse
embryo-fetal harm when adminislered to a pregnant woman fsee Wermmngs and
Precabtions (517} and Use i Specific Popifatians (8.1 However, i1is not clear
how these ammal findings relzte to females of reproductive potential reated with
the recommended clinical dose. Consider pregnancy planning and prevention for
females of repraductive patential during treatmeant with SPRAVATO.

84 Pediatric Use

The safety and effectiveness of SFRAVATO in pediatric patients have not been
established. Clinical studies of SPRAVATO in pediatric patients have not been
conducted.

85 Geriatric Use

0f the tatal number of paticnts in Phase 3 elinical studies exposed fo SPRAVATO,
{N=1801), 194 {12% ) vwere 6% vears of age and older, and 25 {2% ) were 75 wears of
age and nlder, Mo overall differences in the safety profile were ohsereed hetneon
patients 65 years of age and older and patients younger than 65 years of age.

The mean asketamine Cpac and AUC values were higher in elderly pationts
compared with veunger adul patients fsee Climeal Pharmacoiogy (12,31,

The efficacy of SPRAVATO far the treatment of TRD i geriatric pationts was
syaluated in a d-weak, randomized, double-hlind study comparing flexibly-dosed
wntranasal SPRAVATD plus a nowly nifiated oral anfidepressant compared to
intranasal placebo plus a newly initiated oral antidepressant in patients = 65 years
of age. SPRAVATO was initiated at 28 my twice wenkly and could he titrated to
56 mg ar B4 mg administered twice-weekly. A the end of four weeks, there was no
statistically significant difference betwenn groups on the primary efficacy endpoint
of change from baseling to Week 4 on the I"ulc-ntgnmc'r;r-ﬂfsherg Depression Rating
Scale IMADRS).

86 Hepatic Impairment

The mean esketamine AUG and ;7 values were higher in patients with mederate
hepatic impaitment comparad m those with nomal hepatic function [sea Ginical
Plarmacolegy (1220, SPRAVATO-treated patients with moderate hepatic impairment
may need t be manitered for adverse reactians for a langer pered of 1ime.
SPRAVATO has not been swidied in patients with severe hepatic impairment
{Child-Pugh class €). Use in this population is nor recommended [see Cinizal
Pharmasolaqy (12.30].
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4 DRUG ABUSE AND DEPEMDENCE
9.1 Controlled Substance

SPRAVATO contains esketamine hydrochlonde, the (S)-enantiomer of ketamine
and a Schedule [l controlled substance under the Controlled Substances Act

92 Abuse

Individuals with a history af drsg abuss or dependence may be at greater risk far
ahuse and misuse of SPRAVATO. Abuse is the intentional, non-therapoutic use
of a drug, even once, forits peychelogical ar physiclogical effects. Misuse is the
intentonal use, for therapeutic perposes, of @ drug by an individual in a way ether
than prescribed by a healthcare pravider o far whomiteas notprescribed. Caretul
consideration is advised prior to use of individuals with a history of substance use
disordat, including aleohal.

SPRAVATO may produce a wamety of symptoms imcluding anxiety, dysphoria,
disorientation, insomnia, flashbacl, hallucinations, and feelings of floating,
detachment amd to be “spaced mn”, Monitoring for signs of abuse and misuse is
recommended.

A cross-over, double-blind abuse potental study of SPRAYATD and ketamine
was conducted in recreational polydrug users in=34) who had experience with
percaption-ahtering drugs, ingluding ketamine. Ketamine, the racemic mixtre of
arketaminge and gsketaming, is a Scheduole I controlled substance and has known
abuse potential In this study, the mean “Drug Liking at the Woment™ and "Take
Drug Again” scares for single doses of intrana sal SPRAVATO 84 mg and 112 mg —
the maximum recommendsad dose and 1.3 times the maximum recommendsd dosea,
respectivelylwers similar t0 these scares in the intravenous ketamine (0.5 mgflkg
infused aver 41 minutes) control group. However, these scores were greater in
the SPRAVATO and ketamine groups comparsd to the placebo group. The 112 mg
dose of intranasal SPRAVATD was associated with significantly higher scores far
"Hallucinsting,” “Floating,” "Detached,” and "Spaced Out” than the 84 mg dose of
intranasal SPRAVATO and the intravenous ketamine dose.

9.3 Dependence

Pliysical dependence has been reported with prolonged Use of ketamine. Physical
dependence s 4 state that develops as & result of physiclogical adaptation in
respanse 1o repeated drug use, manifested by withdrawal signe and symptoms
after abrupt discontinuation or significant dosage reduction of o drug. There were
o i thdrawal symptoms captured up o 4 weeks slter cessation of esketamine
treatment. Wikhdraveal symptoms hawe been reported after the discantinuation
of frequently used {more than weeklyl large doses of ketaming for long periods
of time. Such withdrawal symptoms arg lkely to occur if esketaming were
similarly abused. Reported syinplams of withdrawal associatad with daily inta ke
of large doses of ketamine include craving, fatigue, poor appetite, and ankiety.
Therefare, menitor SPRAVATO-treated patients for symptoms and signs of physical
dependence upon the discantinuation of the drug.

Tolerance has been reported with prolonged use of ketamine Tolerance is &
physiolagical state characterizad by & reduced respanse to a drug after repeatad
administration {i.e. a higher dose of a drug is required to produge the same effect
thatwas once abtained st a lower desah. Similartoleranee would be expected with
pralonged use of esketamine.

10 OVERDOSAGE

IManagement of Overdosage

Thers is no specific antidote for esketamine overdose. Inthe ease of averdose, the
possibility of multiple doug invelkement should be considered, GContact a Certified
Paoison Control Center for the most up to date information on the management of
overdosage (1-800-222-1222 ar wwan poison. argl.

11 DESCRIPTION

SPRAVATO™ contains esketaming hydrechloride, a non-competitive A-metheyl
D-aspartate (MMDA) roceptor antagonist. Esketamine is the S-enantiomer of
racemic ketaming. The chemical name is (§F2-{o-chlorophenyll-2-(methylamino]

eyclobesanone hydrochlaride. s molecular Tormula is CygHgCINDHCH and s
molecularweightis 274.2. Tha structural fanmula is:

(}Cl

[YNHMe _HCI

Exketeming hydrochlaride is a white or almost white crystalline powider that is
frealy solubla inwatar and in methanal, and scluble inethanol,

SPRAVATO nasal spray is intended for nasal admnistration. Esketamine
hydrochloride 1s contaned as a solabion in a stoppered glass vial within the nasal
spray device. Each device delivers o sprays with @ total ol 323 mg ol esketamine
hydrachlaride {equivalent 78 mg af eskeramingl in 0.2 mL of a clear, celoress
anuenus snlution with a pH nf4.5.
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The inactive ingredients are citric acid monohydrate, edetate disodium, sodium
hydroxide, and water for injection.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Esketaming, the S-enantiomer of racemic ketamine, 1= & non-selective, non-
compettive antagonist of the MNmethyl-0-aspartate (AMDAI receptor, an
ionotropic glutamate recepror, The mechanism by which esketaming exerts its
antidepressant effectis unknown. The major circulating metahalite of esketamine
{noresketamine | demanstrated activity atthe same receptor with less affinity.

12.2 Pharmacedynamies

E.I[;ji. . E eoir ![;I .'I!!I

The effect of SPRAVATO (84 mg nasal spray and 0.8 mo/kg esketamine intravenoushy
infused over 40 minutest on the QTe interval was evalusted in a randomized,
double-blingd, placebo-, and positve-controlled moxitloxacin 400 mygl. 3-periad,
crassaver study in B0 haalthy subjects. & large increase inheartrate (e, =10kpm)
was observed in both intranasal and intravenous esketamine treatment groups.
The totality of evidence trom the nonclinical and clinical data indicates a lack of
clinically relevant QTe prolongation at the therapeutic dose of esketamine,

12.3 Pharmacokinatics

Esketamine oxposurc increases with dose from 28 mg 1o 88 my. The increase
in Cpax and AUC values wias less than doze-prapertional betiwveen 28 mg and
56 myg or B4 ing, but it was nearly dose proportional between 56 mg and 84 mg.
No accumulztion of esketaming in plasma was abserved Tollowing twice a week
administration.

The mean absolute binawailabiling is approximately 48% following nasal spray
administration.

The time to reach maximum esketamine plasma concentration is 200t 30 minutes
after the last nasal spray of a treatment session.

The inter-subject variabilioy of esketamine ranges from 27% to B86% for Cuage and
18% to 45% for AUC..... The intra-subject variability of esketamine is approximately
15% tir Coe ailid 10% For ALC .

Distribution

The mean steady-state valume of distribution of esketamine administersd by the
INtravenaus route is 70 L,

Fratein binding of esketamine was approxmately 43% to 45%.

The brain-to-plasma ratio of noresketamine is 4- to B-times lower than that of
eskalamine.

Eliminaticn

After T was reached following intranasal administration, the decling in plasma
esketamine concentrations was biphasic, with rapid decline for the nifial 2 to
4 hours and a mean terminal half-life {t,2) that ranged from 7 to 12 howrs. The
mean clesrance of esketamine is spproximately 89 Lhour following intravenous
afdministration, The elimination of the major metabolite, noresketaming, fram
plasma is slower than esketamine. The decline of noresketamine plasma
concentrations is bhiphasic, with rapid decling for the initial 4 hours and a mean
terminal ty; of approximately & hours.

Metaholism

Esketamine is primarily metabolized to noresketaming metabolite via cytochrome
Pas0 (CYP) enzymes CYP2BE and CYP3AI and to & lesser extent CYP2CY and
CYP2C18. Noresketamine i metabelized via CYP-dependent pathweaye and certain
subsegquent metabolites undergo glucuronidation.

Excretion

Le=s than 1% of 2 dose of nasal esketaming is exereted as unchanged drog inoorine.
Following intravenous or aral administration, esletamine-derived metaholites
ware primarily recoverad in urine = T8% of a radiolabeled dosel and to a lesser
extent in feces (s 2% of a radiolabeled dase|.

Exposures of esketaming in specific populations are summarized in Figure 1. No
signiticant differences in the pharmacolinetics of SPRAMATO nasal spray were
alserwed for sex and total body weight (=39 to 170 kgl based on pepulation PK
analysis. There s no chnical expenence wath SPRAVATO nasal spray in patients on
renal dialysis or with severe [Child-Pugh class C} hepatic impairment.

SPRAVATO® {esketamine) nasal spray, Gl

Figure 1: Effect of Speeific Pepulations on the Pharmacokinetics of Esketamine
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Drug Interaction Studios

The eftect of other drugs on the exposures of intranasally administered esketaming
are summarized in Figure 2 The effect of EPRAVATO on the exposures of other
drugs arc summarized in Figure 5 Based on these results, none of the druig-drug
lteractions are climically significant,

Figure 2: Effect of Co-adimmistered Drugs on the Phammacokinetics of Esketamine
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I Vitra Stodlies

Enzvme Sugtems, Esketamine has modest induction effects on CYPZEG and
CYP3AL in human hepatooytes, Esketaming and s major metabolites do not
induce CYP1A2. Esketamine and its major cireulating metahaolitas did not shaw
inhibition potential against CYPs and UGTs, except for a weak reversible inhibiton
of noresketamine on CYP34A4.

Transppner Systerms: Eskelamine is nol 8 substrale of transporlers P-glycoprotein
{P-gps multidrug resistance protein 1), hreast cancar resistance protein (BCRF,

ar arganic aninn transporter {0&TP) 181, or OATPIB3. Esketaming and it major
circulating metabolites do nob inhibit these transperters or multi-drog and toxin
gxlrusion 1T {MATET) and MATEZ-K, or organic calion ransporier 2 0CTZL DATT,
ar DATS,

12 MONCLIMNICAL TOXICOLOGY
1.1 Carcinogenesis, Mutagenesis, Impaimment of Fertil ity
) :

Once-daily intranasal administration of esketaming at doses equivalent to 4.5,
15, and 45 mg/kgiday (based on a 200-gram rat) did not increase the incidence
of tumors in a I-year rat carcinogenicity study. At the highest dose, the AUC
exposure i esketaming was lowsr than the human exposure (AUC] ar the
maximum recommanded human dose {MRAHD;] of 84 mg. Once-dzily subcutaneous
administration of esketamine up to 75 mg'kg/day [reduced to 40 mgskg/day during
week 171 did notincrease the incidence of tumors in @ B-month study in ransgenic
{Tg.rasHZimice,

ldutagenesis

Esketaminerwas net mutagenic with or withaur metaholic activation inthe Ames test.
Genotoxic efects with esketaming were seen in & sereening /n wiro micronucl eus
testin the presence of metabolic activation. Howewer, intravenously-administered
eskefaming was devaid of genotoxic properfies inoan ir wve bone marrose
micronueleus testin rats and an o wve Comet assay in ratliver cells,

Esketamine was administered intranasally to both male and female rats before
mating, throughout the mating period, and up to day ¥ of gestation at doses
efuivalent e 4.5, 15, and 45 mo/kaiday (based an & 200-gram rat], which are
approgimately 005, 0.2 and DB-times the maximum recommendad human doss
{MRHD) of 84 mg/d sy based en mean AUC exposures, respectively. Estrous cyele
irreqularities were ohserved at the high dose of 45 mg/kg/day and increased time
10 mate was nbserved at doses = 15 mglke! day without an overall effect on mating
or fertility indices, The Mo Observed Adverse Effect Level INOAELY for mating and
fertlity iz 45 mg'kg/day which iz 0B omes the esketaming exposures at MRHD of
&4 mg/day.

13.2 Animal Texicolegy and/or Phamiacelogy

In & single-dose neuromal loxicily swdy where eskelaming wies adininislered
intranasally to adult Temale rats, teres were no lindings of neuronal wacuolation
in the hrain up o an estimated dose equivalent of 45 mofkg for a 200-gram rat
with a safety margin of 1.8 and 4.5 times the clinical exposurcs for AUC and Cyg,
respectlively, o the MBHD ol 84 mg/day. In 4 secaond single-dose neuroloxicity
study conducted with intranasally administered esketaming to adull female rals,
there worn no findings of neoronal necrosis up to a dose equivalent of 270 mg'kg
for a 200-gram ratwhich has a safety margin of 18-feld and 23-fold, respeetively,
1o AUC and Coyy expusures gt the MREHD of 84 mo'day. Neoronal vacuolation was
not examined in this study,

In a single-dose neuronal toxicity study in adult rats, subeutan eously administered
racemic ketaming caused neurcnal vacuolation in layer | of the retresplenal
corles of the brain without neurcnal necrosis at a dose of 80 mg/ky. The MOAEL tor
vacualation im this study was 15 mglky. Estimating 50% of the exposure 1o be frar
esketamine, the NOAEL for neuronalvacuolation is 1.6-times and 4.5-times and the
MOAEL for neuranal necrosis i 10-times and 16-times exposures, respectvely, for
AUC and Gy o the clinical exposure at the MEHD of B4 mo/fday. The relevance of
thiese findings ta humans is unkhoehn,

14 CLINICAL STUDIES

14.1 Treatmeni-Resistant Depression

Shor-Term Study

SPRAVATO was mvaluated i a randomized, placebo-controlled, dauhle-blind,
multicenter, short-term i4-week), Phase 3 study (Study 1; NCTO2415886) in adult
patients 18 lo <65 years old wilth reatment-resistant depression {TADL Patients
in Study 1 met DSM-5 criteria for major depressive disorder (MOD) aind i the
current depressive episnde, had nat responded adequately 0 at least fwo
different antdepressants of adeqguate dese and duration. After discontinuing prior
anlidepressant reatments, patienls in Swdy 1 were randomized o receive twice
weekly doses alintranasal SPRAVATO {Hlexible dose, 56 mg or 84 my) orintranasal
placehn. Al patients also recaved epen-label eoncomitant freatrnaent with a nawly
initiated daily oral antidepressant (AD) {duloxetine, escitalopram, serfraline, or
wrlended-release venlalaxing as delermined by the investigelor based on palienl's
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prior reatment histery), SPRAVATO could be tirated up to 84 mg starting with the
second dose based oninvestigator discretion.

The demagraphic and haseling disrase characteristics of patients in Study 1 were
similar for the SPRAVAT 0 and placebo nasal spray groups. Patients had a median
ane of 87 years (range 19 o 64 years) and were 62% female, 93% Caucasian, and
R4 Black. The newdy initiated aral AD wias an SSR1in 32% of patients and an SNRI
in 68% of patients.

In Study 1. the primary efficscy measure was change from baseline in the
Munlgumery-fshery Depression Faling Scale (MADRST tolal score al the end
of the d-waal double-hlind inducten phase, The MADRE is a ten-itam, clinizian-
rated scale used to assess sewerity of deprasaive symptoms. Scores on the
IMADRS range from 0 to 60, with higher scores indicating more severe depression.
SPRAVATO plus a newly mibaled oral AD Jemonstraled slalislical superiorily
on the primary efficacy measure compared  placebo nasal spray phs a ey
initiated nral AD {zec Table 4]

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

L3 Meamn (SE)

Number Mezn Change from LS Mean
ot Baseline Erseline to Difference
Treatment Group Patients  Score S0 end of Week §  {90% CI}*
SPRAVATO {56 mg ar 114 3.0057) -19811.3) 4.0
&dmg}r Oral AD! (-7.% -06)
Placebo nasal spray - 105 H2EN -15.8 1.3

Oral AD

S0=standard dewiation, SE=standard error; LS Mean=least-squares mean;

Cl=canfidence 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 significanty supariar to placeba nasal
spray + oral AD

Time Lowrsa of Treaiment Responss

Figure 4 shows the time course of response for the primary efficacy measure
IMADRS) in Study 1. Most of SPRAVATO's treatment difference compared ta
placebo was observed at 24 hours, Between 24 hours and Day 28, both the
SPRAVATO amd placebo groups contdnued to improve; the difference between
the graups generally remainad b did not appear to increase aver fime through
Dayw 28. At Day 28, G7% of the patients randomized to SPRAYATO were receiving
B4 mag tewice weekly,

Figure 4; Least Squares Mean Change from Baseline in MADRS Total Score Qver
Time in Patients with TRD in Study 1% (Full Analysis Set}

Change from Baseline

8

—- SPRAVATD +Oral al
—O- Macsbo Masal Soray « Oral A0

Dn!H-O 24 Hirs.
(BrLy
* Note: In this flexible-dose study, dosing was individualized based on efficacy and

tolarahiling. Faw subjpacts (<10% 1 had reduction in SPRAVATO dosage from B mig
0 56 mog twice wieekly

=25 T

Doy & Day 18 By 23 Day 28

Treatment-Resistant Depression — Long=term Study

Sludy 2 (MCTOZ2493868 ) weas & long-lenm randomized, double-blind, parallel-group,
multicenter mamtenance-of-effect study in adults 18 to <85 years of age who
ware known remitters and respanders to SPRAVATT. Patients in this study were
responders in one of o shert-eem controlled trials {Swdy T and another $-week
studybor inan open-label dirgc -enrollment study in which they recenved Mexibby-
dnsnd SPEAYATO (RE mg ar 84 mg twice weeklyl plus daily oral AD in an initial
downnk phasa,

Stable remission was defined as o MADRS total score = 12 for ot least 3 of the last
4owreeks. Stable respanse was defined as a MADRS total score reduction = 50%
for the last 2 weeks of aptimization and not in remission, after at least 16 initial
weeks of reatment with SPRAVATD and an aral AD, stable remitters and stable
respondars were randomized separately to continug intranasal treatment with
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Figure 7: Least Squares Mean Change from Baseline in MADRS Total Score Qwer

Time in Study 3 {Full Analysis Set)
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¥ Mate: I Study 3, aller the lirstdose, & one-lime doase reduction o SPRAYATO 56 mig

wias allawed for patients unable o tolerate the B3 mig dase. Approximataly 194 of
patients had reduction in SPRAVATO dosage from &4 mg to 56 mg twice weekly.

14.3 Special Safety Studies

ER Drivi

Twa studies were conducted 1o assess the effecrs of SPRAVATO an driving skills;
one study in adult patients with major depressive disorder {Study 5) and one study
in healthy subjects (Study Bl On-road driving performance was gssessed by
the mean standard deyiation af the lateral position {SDLP), & measure of driving
Impairment.

Asingle-blind, placcbo-controlled study in 25 adult patients with major depressive
disurder evaluated the elfects of & single 84 my dose of inlranssal SPRAVATD on
next daw driving and the elfect of repested adininistration of 83 my of intranasal
SPRAVATO on same-day driving performance (Study 5 Far the single dose
treatment phase, an ethancl-eontaining boverage was used as a positive control.
The SOLF alter administra@on ol single 84 my duse of SPRAVATD nasal spray was
similar to placebo 18 hours post-dose, For the multiple dose treatment phase, the
SDLP after repeated administration of 84 mg intranasal 3PRAVATO was similar to
placeha & hours post-dose on Day 11, Day 18, and Day 25.

& randomized, double-hlind, cross-over, placeba-controlled study in 23 healthy

sibjects evaluated the effects of & single B-mg dose of esketamine nasal

spray on driving (Study &) Mirtazaping (30 mgl was used as & positive control.

Driving perfarmance was assessed at & hours after SPRAVATO or mirtazapine

admiristration. The SOLP & hours after SPRAVATO nasal spray administration

wias similar o placebo, Twa subjects discontinusd the driving test after receiving

SPRAVATO because of & perceived inability to drive after expeniencing past-dose

adverae reactions; one subjact reported pressure behind the eyes and paresthesia

of the hands and feet, the other reparted headache with light sensitivity and

ANy,

16 HOW SUPPLIED/STORAGE AND HANDLING

SPRAVATO™ nagal spray is available as an aguenus solution of esketamine

hydrochloride in 2 stoppered glass wial within & nasal spray device. Each nasal

spray device delivers two sprays contaiming a total of 28 mg of esketamine

{supplied as 323 myg of esketamine hydrachloride],

SPRAVATO is available in the following presentations:

* h& mg Oose Kit Unit-dose cartan containing two 28 myg nasal sproy devices
{506 riy Lol dase) (NDG 50453-028-021.

* 81 mg Dose Kit: Unit-dose earton containing three 28 mg nasal spray devices
154 my total dase) [NOC BME3-025-051

Within rach kit, each 28 mg device is individually packaged in & sealed hlister

{NDGC 50453-028-00).

Storage

Store at 20° to 25°C (687 to FT=FL excursions permitted friom 157 0 30°C {59° to 86°F)

{see USP Controflad Roam Teinperatire,

Disposal

SPRAVATO nasal spray devices must be handled with adequate security,

accountamlity, and proper disposal, per facility procedure for a Schedule 1 drug

product, and per applicable feders] state, and lozal requlztians.
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17 PATIENT COUNSELIMG INFORMATION

Advise the patient to read the FO&-approwved patient|abeling | Medication Guidel.

Sedation, Dissaciaton, and Respiratory Depression

Inform patients that SPRAVATO has potenfial to cause sedation, dissocigtive

symptoms (including perception disturbances), dizziness, vertigo, anxiery, and

respiratory depression, Advise patients that they will need o [re observed by &

healthcare provider until these effects resolve fsee Boxed Warning, Warnings and

FPrecautions (51, 52, 520

Patential for &buse, Mizuse, and Dependence

Belvise patients that SPRAMATO is a faderally controlled substance because it

can be abused or lead to dependence [see Warnings and Precautions (541, Onig

Abuse and Dependence (9]

SPRAWATO is available only through a restricted program called the SPRAVATO

HEMZ {see Warnings ard Precautions (550 Inform the patient of the following

notahle requirements:

+ Patients treated In outpatient healtheare settings (8.0, medical offices and clinicsl
must be enrolled in the SFRAVATD REMS Program prior to administration,

+ SPRAVATO must he administerad under the direct ahservation of a healthcare
provider.

v Patients must be monitored by a haaltheare providar for at least 2 hours afrer
admimistration of SPRAVAT (.

Suicidal Thoughts and Behaviors

Advise patierts and caregivers ta lealk for the emergence of suicidality, especialby
garly during tfreatment and when the dosage is adjusted [zee Boxed Warning and
Warnings and Precavfions (5.6)].

reqses n Ble Bsslre

Advise patients that SPRAVATO can cause increases in blood pressura. Infarm
patients that after reatment sessions they should be advised that they may need
to he chserved by a healtheare provider until these effacts resolve fsee Warnings
and Frecautioas (5.7

& ] B ate |
Caution patients that SPRAVATO may impair their ability to drive or operatz
machinery, Instruct patients not 0 engage in potentaly hazanlous activities
requiring complete mental alermeass and motor coordination such as driving &
moter vehicle or operating machinery until the next day after @ restful sleep. Advise
patents that they will need someone to dove them home afier each treatment
session (see Warnings amd Precautions (5.91,
Pregnancy
Acvise pregnant women and women of reproductive patential of the potential
risk to a fetus. Advise patients to notify their healthcare provider if they are
pregnant ar intend to become preanant during treatment with SPRAYATQ, Advise
patients that there is a pregnancy exposure registry that monitors pregnancy
pltcomes in women expesed 1o SPRAVATO during pregnancy (see Use in Specific
Ponulatians (811

s _m' i
Adviee women not ta breastfeed dunng treatment wath SPRAVAT( fzsee Use n
Spacific Pogulations (524,

MManufactured for:
Janszen Pharmaceaticals, Inc.
Tinusville, WJ 08560, USA

For patent information: www janssenpatents.com
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MEDICATION GUIDE
SPRAVATO® (sprah vah' toe) CllI
(esketamine}
nasal spray

What is the mast important information | should know about SPRAVATO?

SPRAVATD can cause serious side effects, including:

* Sedation, dissociation, and respiratory depressian. SPRAVATO may cause slegpiness (sedation), fainting, dizziness, spinning
sensation, anxiety, or feeling disconnected from yourself, your thoughts, feelings, space and time (dissociation}, and breathing
problems (respiratory depression and respiratory arrest).

o Tell your healthcare provider right away if you feel like you cannot stay awake or if you feel like you are going to pass out.
= Yourhealthcare provider must monitor you for serigus side effects for atleast 2 hours after taking SPRAVATD. Your healthcare
provider will decide when you are ready toleave the healthcare setting.
* Abuse and misuse. There is a risk for abuse and physical and psychological dependence with SPRAVATO treatment. Your
healthcare provider should check you for signs of abuse and dependence before and during treatment with SPRAVAT().
e Tellyour healthcare provider if you hawe ever abused or been dependent on alcohaol, prescription medicines, or street drugs.
s Your healthcare provider can (el you more about the differences between physical and psychological dependence and
drug addiction.
+ SPRAVATQ Risk Ewaluation and Mitigation Strategqy (REMS). Because of the risks for sedation, dissociation, respiratory
depression, abuse and misuse, SPRAVATO is anly available through a restricted program called the SPRAVATO Risk Evaluation
and Mitigation Strategy (REMS) Program. SPRAVATO can anly be administered at heatthcare settings cortifiod in the SPRAVATO

REMS Program. Patients treated in outpatient healthcare settings (e.g. medical offices and clinics) must be enrolled in the
pragram.

s |nereased risk of suicidal thoughts and actions. Antidepressamt medicines may increase suicidal thoughts and actions in some
people 24 years of age and younger, especially withinthe first few moenths of treatment or when the dose is changed. SPRAVATQ
i$ not for use in children.

o Depression and other serious mental illnesses are the mastimportant causes of suicidal thoughts and actions. Some people
may have a higher risk of having suicidal thoughts and actions. These includa people who have (or hava a family history of)
depression or a history of suicidal thoughts and actions.

How can | watch for and try to prevent suicidal thoughts and actions in myself or a family member?

e Payclose atiention to any changes, especially sudden changes, in mood, behavior, thoughts, or feelings, or if you develop
suicidal thoughts or actions.

o Tell your healthcare pravider right away if you have any new or sudden changes in mood. behawvior, thoughts, or feelings.

o Keep all follow-up visits withyvour healthcare provider as scheduled. Call your healthcare provider between visits as needed,
especially if you have concerns about symptoms.

Tell your healthcare provider right away if you or your family member have any of the following symptoms, especially if they are

New, Worse, 0 Worry you:

° suicide attempts e waorsening depression
o thoughts about suicide or dying o other unusual changes in behavior or mood
What is SPRAVATD?

SPRAVATO is a prescription medicine used along with an antidepressant taken by mouth to treat:
*  adults with treatment-resistant depression (TRD}
* (epressive symptoms in adults with major depressive disorder (MDD| with suicidal thoughts or actions

SPRAVATO is not for use as a medicine to prevent or relieve pain (anesthetic). It is not known if SPRAVATO is safe and effective as
an anesthetic medicine,

Itis not known iF SPRAVATO is safe and effective for usein preventing suicide or in reducing suicidal thoughts or actions. SPRAVAT(O
is not for use in place of hospitalization if your healthcare provider determines that hospitalization is needed, even if improvement is
experienced after the first dose of SPRAVATO.

It is not known it SPRAVATO is safe and effective in children.




SPRAVATO® (esketamine} nasal spray. Clll

Do nottake SPRAVATD if you:

* have blood vessel (aneurysmal vascular) disease (including in the brain, chest, abdominal aorta, arms and legs)
+ have an abnormal connection between your weins and arleries larteriovenous malformation)

* hawve a history of bleeding in the brain

= are allergic to esketaming, ketamine, or any of the other ingredients in SPRAVATO, See the end of this Medication Guide for a
complete list of ingredients in SPRAVATO,

If you are not sure if you have any of the above conditions, talk to your healthcare provider before taking SPRAVATO.

Before you take SPRAVATO, tell your healthcare provider about all of your medical conditions. including if yow:
* hawve heart ar brain problems, including:

o high blood pressure (hypertension)
o slow or fast heartbeats that cause shortness of breath, chest pain, lightheadedness, or fainting
o history of heart attack
o history of stroke
o heart valve disease or heart failure
o history of braininjury or any condition where there isincreased pressure in the brain
*  have liver problems
* have ever had a condition called “psychosis” (see, feel, or hear things that are not there, or beliewe in things that are not truel.
* are pregnant or plan to become pregnant. SPRAVATO may harm your baby. You should not take SPRAVATD if you are pregnant.
e Tell your healthcare provider right away if you become pregnant during treatment with SPRAVATO.

o Ifyou arg able 1o become pregnant, talk ta your healthcara provider about methods to prewent pregnancy during treatment
with SPRAVATO.

o There is a pragnancy registry for women who are exposed to SPRAVATD during pregnancy. The purpose of tha registry
is 1o callect information about the haalth of women exposed to SPRAVATO and their baby. If you bacome pregnant during
treatment with SPRAVATO, talk to your healthcare provider about registering with the MNational Pregnancy Registry
for Antidepressants at 1-844-405-6185 or online at https:/womensmentalhealth.org/clinical-and-research-programs/
pregnancyreqistry/antidepressantsy.

* are breastfeeding or plan to breastfeed. You should not breastfeed during treatment with SPRAVATO.
Tell your healthcare provider about all the medicines that you take, including prescription and over-the-counter medicines, vitamins
and herbal supplements. Taking SPRAVATO with certain medicines may cause side effects.

Especially tell your healthcare provider it you take central narvous system (CNS) depressants, psychostimulants, or monoaming
oxidase inhibitors IMADIs) medicings. Ask your healthcare provider if you are not sure if you take these medicines. Your healthcare
provider can tell you if it is safe to take SPRAVATO with your other medicines.

Know the medicines you take. Keep a list of them to show to your healthcare provider and pharmacist when you geta new medicine.

How will | take SPRAVATO?

*  You will take SPRAVATO nasal spray yourself, under the supervision of a healthcare provider in @ healthcare setting. Your
healthcare provider will show you how to use the SPRAVATO nasal spray device.

= Your healthcare provider will tell you how much SPRAVATO you will take and when you will take it
*  Follow your SPRAYATO treatment schedule exactly as your healthcare provider tells you to.

* During and after each use of the SPRAVATO nasal spray device, you will ba checked by a healthcare provider wha will decide
when you arg ready to leave the healthcare setting.

= Youwill need to plan for a caregiver or family member to drive you home after taking SPRAVATO,
* Ifyoumiss a SPRAVATO treatment, your healthcare provider may change your dose and treatment schedule.

+  Spome people taking SPRAVATO getnausea and vomiting. You should not eat for atleast 2 hours before taking SPRAVATO and not
drink liguids at least 30 minutes before taking SPRAVATO.

* |fyoutake anasal corticosteroid ornasal decongestant medicing, take these medicines atleast 1 hour before taking SPRAVATO.

What should | avoid while taking SPRAVATD?
* Do not drive, operate machinery, or do anything where you need to be completely alert after taking SPRAVATO. Do not take part

in these activities until the next day following a restiul sleap. See “What is the mostimportant information | should know about
SPRAVATO?"
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What are the possihle side effects of SPRAVATOD?

SPRAVATD may cause serious side effeets, including:

»  See "What is the most impertant information | should kmow ahout SPRAVATD?"

s Increased blood pressure. SPRAVATO can cause a temparary increase in your bload pressure that may last far about 4 hours
after taking a dose. Your healthcare provider will check your blood pressure before taking SPRAVATO and for at least 2 hours
after you take SPRAWATO. Tell your healthcare provider right away if you get chest pain, shortness of breath, sudden severe
headache, change in wision, or seizures after taking SPRAWATO.

*  Problems with thinking clearly. Tell your healthcare provider if you have problems thinking ar remembering.

+ Bladder problems. Tell your healthcare provider if you dewelop trouble urinating, such as a frequent or urgent need 10 urinate,
pain when urinating, ar urinating frequently at night.

The most common side sffects of SPRAVATQ when used along with an antidepressant taken by mouth include:

« feeling disconnected fram yourself, your thoughts, * feeling anxious
feelings and things around you * lack of energy
s fizziness * increased blood pressure
* nausca * yomiting
= feeling sleepy = feeling drunk
= spinning sensation = feeling very happy or excited

+ decreased feeling of sensitivity Inumbness)

If these common side effects occur, they usually happen right after taking SPRAVATO and go away the same day.
These are notall the possible side effects of SPRAVATO,
Callyour doctor for medical advice about side effects. You may report side effects to FDA at 1-300-FDA-1088.

General information about SPRAVATO,

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. You can ask your pharmacist or
healthcare provider for information about SPRAVAT O that is written for healthcare providers,

What are the ingredients in SPRAVATO?
Agctive ingredient: esketamine hydrochloride
Inactive ingredients: citric acid monohydrate, edetate disodium, sodium hydroxide, and water for injection

flanufactured for: Janssen Pharmaceuncals, Inc., Triuseille, BJ O8560, USA
Farpatent information: weeer anssenpatenis.com

T 2019 Janssen Pharmaceutical Companies

Farmore informatian, go to vwww. SPRAVAT O caom ar call 1-800-526-7T736.
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