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Drug Monograph 
 

Drug/Drug 
Class: 

Spravato™ (esketamine) nasal spray / Agents for 
Treatment Resistant Depression 

Prepared for: MO HealthNet 
Prepared by: Conduent 

 

 New Criteria    Revision of Existing Criteria 
 

Executive Summary  
 

Purpose: 

The purpose of this monograph is to provide a review of new therapy to 
determine whether the reviewed drug should be made available on an open 
access basis to prescribers, require a clinical edit or require prior authorization 
for use.  

  

Dosage Forms & 
Manufacturer: 

Spravato is available in a nasal spray device containing 28 mg esketamine in 
either a 56 mg kit (two devices) or an 84 mg kit (three devices). 
 
Janssen Pharmaceuticals Inc., Titusville, NJ 08560. 

  

Summary of 
Findings: 

In Randomized, placebo-controlled, double-blind, multicenter, short-term (4-
week), Phase 3 clinical trial (N=223), Spravato showed improved efficacy 
versus placebo in primary endpoint measurements in patients with treatment-
resistant depression.  During the 4-week trial the most common adverse 
reaction with Spravato were dissociation, dizziness, nausea, sedation, vertigo, 
hypoesthesia, anxiety, lethargy, blood pressure increased, vomiting and 
cognitive impairment.  Spravato is only to be administered intranasally and 
under the direct supervision of a healthcare provider.  Both the pharmacy and 
healthcare setting must be enrolled in and certified through the Spravato 
REMS program.  Patients should be monitored for at least 2 hours after 
treatment. 
 

  
Status 
Recommendation: 

 Prior Authorization (PA) Required 
 Clinical Edit 

 Open Access 
 PDL 

   
Type of PA 
Criteria: 

 Increased Risk of ADE 
 Appropriate Indications 

 Non-Preferred Agent 
 No PA Required 
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Purpose 
The purpose of this monograph is to provide a review of new therapy to determine whether the 
reviewed drug should be considered a prior authorization drug, a clinical edit drug or an open 
access drug. While prescription expenditures are increasing at double-digit rates, payers are 
evaluating ways to control these costs by influencing prescriber behavior and guide appropriate 
medication usage. This review will assist in the achievement of qualitative and economic goals 
related to health care resource utilization. Restricting the use of certain medications can reduce 
costs by requiring documentation of appropriate indications for use, and where appropriate, 
encourage the use of less expensive agents within a drug class. 
 

Introduction (2) 
Depression, often referred to as major depressive disorder, can be a debilitating condition 
impacting mortality and morbidity.  Depression can lead to increased suicide risk, substance 
abuse, disturbance of personal relationships, lost time at work and can lead to or exacerbate 
other medical illness.  The National Institute of Mental Health estimates that over 7% of all U.S. 
adults have had at least one major depressive episode.  The prevalence is slightly higher in 
females and most commonly presents between ages 18 and 25.  Several treatment options 
exist for depression and range from psychotherapy to combination therapy with multiple 
medications.  Medication options include but are not limited to selective serotonin reuptake 
inhibitors (SSRIs), serotonin/norepinephrine reuptake inhibitors (SNRIs), atypical 
antidepressants, tricyclic antidepressants (TCAs), monoamine oxidase inhibitors (MAOIs) and 
NMDA antagonists.  The choice of medication should be based on clinical judgment, 
comorbidities and patient confidence and work to improve patient overall function and quality of 
life.  Dosing adjustments should be made based on clinical outcomes and adverse effect 
profiles.  For patients that fail traditional options, Spravato is an option for treatment-resistant 
depression in conjunction with oral therapy.   
 

Dosage Form(s) (1) 
Spravato is available in a nasal spray device containing 28 mg esketamine in either a 56 mg kit 
(two devices) or an 84 mg kit (three devices). 
 

Manufacturer (1) 
Janssen Pharmaceuticals Inc., Titusville, NJ 08560 
 

Indication(s) (1) 
Spravato is indicated for the treatment of treatment-resistant depression (TRD) in conjunction with 
an oral antidepressant in adult patients.        
 

Clinical Efficacy (1) (mechanism of action/pharmacology, comparative efficacy)  

While the exact mechanism of action is unknown, Spravato is a nonselective, non-competitive N-
methyl-D-aspartate (NMDA) receptor antagonist.  Spravato is approved for the treatment of 
treatment-resistant depression (TRD) in conjunction with an oral antidepressant in adult patients.      
 
Pharmacokinetics: 

                           Spravato 

Volume of Distribution 709 L 

Metabolism Primarily active metabolite via cytochrome P450 
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Excretion Urine (<1% unchanged) 

Half-life 7-12 Hours 

Bioavailability ~48% 
 

 

TRANSFORM-2:  Primary Endpoint Montgomery-Asberg Depression Rating Scale (MADRS) 
Total Score Change from Baseline at Day 28 using Mixed Effect Model Repeat Measurement 
(MMRM) 
  
 

STUDY DESIGN Randomized, placebo-controlled, double-blind, multicenter, short-term 

(4-week), Phase 3 clinical trial (N=223). 

INCLUSION 

CRITERIA 

 Adult patients ages 18-65 with treatment-resistant depression (TRD) 
as defined by DSM-5 criteria for major depressive disorder (MDD) 
without psychotic features,  

 Moderate-to-severe depressive symptoms as determine by the 
investigator-rate Inventory of Depressive Symptomatology-Clinician 
Rated, 30-item and baseline MADRS scores 

 Lack of clinically meaningful improvement in the current episode of 
depression after treatment with at least 2 different antidepressants 
prescribed in adequate dosages for an adequate duration (defined 
as at least 6 weeks).   

EXCLUSION 

CRITERIA 

 Previous history of non-response to ketamine or esketamine, or 
non-response to all of the oral antidepressant options for the 
induction phase, or to electroconvulsive therapy (ECT) 

 History of vagal nerve stimulation (VNS) or deep brain stimulation 
in current episode of depression 

 History of psychotic disorder, bipolar disorder, obsessive-
compulsive disorder, intellectual disability, autism, or cluster B 
personality disorder 

 History of moderate or severe substance or alcohol use disorder 
within the 6 months before screening 

 History of homicidal ideation/intent 

 History of suicidal ideation/intent within the 6 months prior to 
screening as noted via positive answers to items 4 or 5 on the 
Columbia-Suicide Severity Rating Scale, or during screening 

 History of suicidal behavior in the year before screening or during 
screening 

 QT prolongation ≥ 450 msec during screening ECG or other 
significant arrhythmias 

 Other major medical conditions including coronary artery disease 

TREATMENT 

REGIMEN 

After discontinuing any prior antidepressants, patients 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).  The oral medication (duloxetine, escitalopram, 

sertraline, or extended-release venlafaxine) and dosage was 
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determined by the investigator based on patient prior treatment history.  

The primary efficacy measure was change from baseline in the MADRS 

total score at the end of the 4-week double-blind induction phase.   

RESULTS Spravato plus a newly initiated oral AD showed a statistically significant 

improvement in the primary efficacy measure compared to placebo plus 

a newly initiated AD.  The majority of the Spravato treatment difference 

versus placebo was observed at 24 hours.  At Day 28, 67% of the 

patients randomized to Spravato were receiving 84 mg twice weekly. 

SAFETY The most common adverse effects were dissociation, dizziness, 

nausea, sedation, vertigo, hypoesthesia, anxiety, lethargy, blood 

pressure increased, vomiting and cognitive impairment.  The proportion 

of patients that discontinued therapy from an adverse reaction was 4.6% 

in patients receiving Spravato plus an oral AD compared to 1.4% in the 

placebo plus oral AD group.  

 

Contraindications (1) 
 Aneurysmal vascular disease or arteriovenous malformation 

 History of intracerebral hemorrhage 

 Hypersensitivity to esketamine, ketamine, or any of the excipients.  
 

Warnings and Precautions (1) 
 Sedation – 49-61% of treated patients developed sedation.  Patients should be monitored 

for a minimum of 2 hours after each treatment.  A black box warning has been put on 
sedation. 

 Dissociation – This occurred in 61-75% of treated patients.  Patients with psychosis should 
be carefully assessed before administering Spravato.  A black box warning has been put on 
dissociation. 

 Abuse and Misuse – esketamine is a Schedule III (CIII) controlled substance and may be 
subject to abuse and diversion.  Patient risk for abuse and misuse should be evaluated 
before prescribing Spravato.  A black box warning has been put on abuse and misuse.   

 Spravato Risk Evaluation and Mitigation Strategy (REMS) – Spravato is only available 
through a restricted program under a REMS because of the risks of serious adverse 
outcomes from sedation.  The REMS program requires the following: 

o Healthcare settings must be certified in the program and ensure Spravato is only 
dispensed in healthcare settings to patients enrolled in the program and 
administered by patients under the direct supervision of a healthcare provider and 
monitored for at least 2 hours after administration 

o Pharmacies must be certified in the REMS and must only dispense Spravato to 
healthcare settings that are certified in the program.   

 Suicidal Thoughts and Behaviors in Adolescents and Young Adults – The risk of 
suicidal thoughts and behaviors in patients 24 years and younger was greater than in 
placebo-treated patients.  Patients should be monitored for clinical worsening and 
emergence of suicidal thoughts and behaviors.  A black box warning has been put on 
suicidal thoughts and behaviors.   
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 Increase in Blood Pressure – Spravato causes increase in systolic and/or diastolic blood 
pressure at all recommended doses.  Patients with cardiovascular and cerebrovascular 
conditions should be carefully assessed to determine is Spravato is appropriate for them.  

 Cognitive Impairment – Spravato showed an increase in short-term cognitive impairment 
and long-term cognitive impairment.    

 Impaired Ability to Drive and Operate Machinery – Patients should be instructed to not 
engage in potentially hazardous activities requiring complete mental alertness and motor 
coordination until the next day following a restful sleep.  Patients will need to arrange 
transportation home following treatment with Spravato. 

 Ulcerative of Interstitial Cystitis – Long-term off-label use of ketamine has led to reported 
instances of ulcerative or interstitial cystitis.  Patients should be monitored for urinary tract 
and bladder symptoms during therapy.  

 Embryo-fetal Toxicity – Spravato may cause fatal harm when administered to pregnant 
women.  Caution should be used in women of reproductive potential. 
 

Adverse Effects (1) 

 

Adverse Effect ≥5% Spravato + Oral AD Placebo + Oral AD 

Dissociation 142 (41%) 21 (9%) 

Dizziness 101 (29%) 17 (8%) 

Nausea 98 (28%) 19 (9%) 

Sedation 79 (23%) 21 (9%) 

Vertigo 78 (23%) 6 (3%) 

Hypoesthesia 63 (18%) 5 (2%) 

Anxiety 45 (13%) 14 (6%) 

Lethargy 37 (11%) 12 (5%) 

Blood Pressure Increase 36 (10%) 6 (3%) 

Vomiting 32 (9%) 4 (2%) 

Cognitive Impairment 19 (5%) 1 (0.5%) 

AD=Antidepressant 
 

Drug Interactions (1) 
 Central Nervous System Depressants 

o May increase sedation when used together. 

 Psychostimulants 
o May increase blood pressure when used together. 

 Monoamine Oxidase Inhibitors (MAOIs) 
o May increase blood pressure when used together. 
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Dosage and Administration (1) 
Prior to Spravato administration, patients are recommended to avoid food at least 2 hours 
before treatment and avoid liquids at least 30 minutes before treatment.  Patients requiring a 
nasal decongestant or nasal corticosteroid should administer these medications at least 1 hour 
before treatment with Spravato.  Blood pressure should be taken before and after treatment with 
Spravato.  If blood pressure is elevated prior to treatment, the medication should not be given 
as an increase in blood pressure could pose a serious risk to the patient.  Blood pressure 
should be monitored for at least 2 hours or longer if the patient does not appear clinically stable.   
 
Spravato has a dosing recommendation of an Induction phase and Maintenance phase. 

 Induction Phase 
o Weeks 1-4 starting dose of 56 mg 
o Subsequent doses of 56 mg or 84 mg administered twice per week 

 Maintenance Phase 
o Weeks 5-8 Administer 56 mg or 84 mg once weekly 
o Weeks 9 and after 56 mg or 84 mg administered every 2 weeks or once weekly 

 
Spravato is only to be administered for nasal use only under the direct supervision of a 
healthcare provider.  A treatment administration should include the nasal administration of 
Spravato and a minimum 2-hour patient observation.  When using multiple nasal inhalers (2 
devices of 56 mg and 2 devices for 84 mg) there should be a 5-minute rest between each 
device.  If a patient misses a dose, clinical judgment should be used to consider returning 
patient to the previous dosing schedule as appropriate.      
 

Cost   
BRAND 

NAME 

MANUFACTURER STRENGTH DOSE COST/DOSE* 

Spravato Janssen 56 mg Kit 56 mg twice weekly $590 

Spravato Janssen 84 mg Kit 84 mg twice weekly $885 

* Wholesale Acquisition Cost 

Conclusion 
Spravato is a nonselective, non-competitive N-methyl-D-aspartate (NMDA) receptor antagonist and 
is approved for the treatment of treatment-resistant depression (TRD) in conjunction with an oral 
antidepressant in adult patients.  In Randomized, placebo-controlled, double-blind, multicenter, 
short-term (4-week), Phase 3 clinical trial (N=223), Spravato showed improved efficacy versus 
placebo in primary endpoint measurements in patients with treatment-resistant depression.  During 
the 4-week trial the most common adverse reaction with Spravato were dissociation, dizziness, 
nausea, sedation, vertigo, hypoesthesia, anxiety, lethargy, blood pressure increased, vomiting and 
feeling drunk.  Spravato is only to be administered intranasally and under the direct supervision of 
a healthcare provider.  Both the pharmacy and healthcare setting must be enrolled in and certified 
in the Spravato REMS program.  Patients should be monitored for at least 2 hours after treatment. 
 

Recommendation 

The MO HealthNet Division recommends prior authorization status for this product. 
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