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Introduction

 Brand name: Spravato

 Generic name: Esketamine

 Pharmacological class: NMDA receptor 
antagonist

 Strength and Formulation: 28mg per nasal 
spray device (delivers 2 sprays containing a 
total of 28mg of esketamine)

 Manufacturer: Janssen Pharmaceuticals

 How supplied: 56mg Dose Kit—2 devices; 
84mg Dose Kit—3 devices

 Legal Classification: CIII



Spravato



Indication 

 In conjunction with an oral antidepressant, 

for treatment-resistant depression 

(TRD) in adults

 Limitations of use: Not approved as an 

anesthetic



Spravato REMS 

 Healthcare settings must be certified in 

the program

 Only dispensed in healthcare settings and 

administered to patients who are enrolled in 

the program

 Administered by patients under direct 

observation of a healthcare provider; patients 

monitored for at least 2 hours after 

administration



Spravato REMS 

 Pharmacies must be certified and must 

only dispense to healthcare settings that 

are certified in the program

 Further information available at 

www.Spravatorems.com or by calling  

(855) 382-6022

http://www.spravatorems.com/


Dosage & Administration

 See full labeling

 Avoid food (≥2hrs) and liquids (≥30mins) 

prior to use

 Wait 5mins between use of each device

 Evaluate for continued treatment after the 

induction phase



Dosage & Administration

 Blood Pressure Assessment 

 Assess BP prior to dosing

 Consider delaying therapy if >140/90mmHg

 After dosing, reassess BP at approx. 40 

minutes and subsequently as clinically 

warranted

 If BP is decreasing and patient appears 

clinically stable for at least 2 hours, patient may 

be discharged at the end of monitoring period; 

if not, continue to monitor



Dosage & Administration

 ≥18yrs 

 Induction phase

 Weeks 1–4: Day 1 starting dose: 56mg; 

subsequent doses: 56mg or 84mg twice weekly

 Maintenance phase 

 Weeks 5–8: 56mg or 84mg once weekly

 Weeks 9 and after: 56mg or 84mg every 2 

weeks or once weekly (dosing frequency 

should be individualized to the least frequent 

dosing to maintain remission/response)



Considerations for Special 

Populations

 Pregnancy: Not recommended

 Nursing mothers: Not recommended

 Pediatric: <18yrs: Not established

 Elderly: No overall  differences in safety or 

efficacy observed

 Hepatic impairment: Moderate: monitor 

for longer time; Severe: not recommended



Contraindications

 Aneurysmal vascular disease (including 

thoracic and abdominal aorta, intracranial and 

peripheral arterial vessels) or arteriovenous 

malformation

 History of intracerebral hemorrhage

 Hypersensitivity to ketamine



Boxed Warnings

 Sedation

 Dissociation

 Abuse and misuse

 Suicidal thoughts and behaviors



Warnings/Precautions

 Must be administered under supervision of a 

healthcare provider

 Risk of sedation, dissociation; monitor for 

≥2hrs at each treatment session or, until 

clinically stable

 Assess benefit/risk in those with psychosis 

prior to initiation

 History of substance use disorder including 

alcohol; monitor for abuse or dependence



Warnings/Precautions

 Monitor all patients for clinical worsening and 

emergence of suicidal thoughts and 

behaviors

 Cardiovascular and cerebrovascular 

conditions

 History of hypertensive encephalopathy; 

monitor frequently



Warnings/Precautions

 Monitor for urinary tract and bladder 

symptoms during therapy

 Embryo-fetal toxicity

 Advise females of reproductive potential to 

consider pregnancy planning and prevention



Interactions

 Concomitant CNS depressants (eg, 

benzodiazepines, opioids, alcohol) may 

increase sedation; monitor BP closely

 Concomitant psychostimulants (eg, 

amphetamines, methylphenidate, 

modafanil, armodafinil) or MAOIs may 

increase blood pressure; monitor BP closely

 Give concomitant nasal corticosteroid or 

decongestant ≥1hr before Spravato



Adverse Reactions

 Dissociation
 Dizziness
 Nausea
 Sedation
 Vertigo
 Hypoesthesia
 Anxiety
 Lethargy
 Increased blood pressure
 Vomiting
 Feeling drunk
 Cognitive impairment
 Ulcerative or interstitial cystitis



Mechanism of Action

 Esketamine, the S-enantiomer of racemic 

ketamine, is a non-selective, 

noncompetitive antagonist of the NMDA 

receptor, an ionotropic glutamate receptor

 The exact mechanism by which it exerts its 

antidepressant effect is unknown



Clinical Studies

 Study 1 was a phase 3, randomized, 

placebo-controlled, double-blind, multicenter, 

short-term (4-week) study (N=223) that 

evaluated Spravato in adults aged 18 to <65 

years with TRD



Clinical Studies

 Patients were randomized to receive 

intranasal Spravato twice weekly or 

intranasal placebo

 All patients also received open-label 

concomitant treatment with a newly initiated 

daily oral antidepressant



Clinical Studies

 The primary efficacy measure was 

change from baseline in the Montgomery-

Asberg Depression Rating Scale (MADRS) 

total score at the end of the 4-week double-

blind induction phase



Clinical Studies

 Spravato plus a newly initiated oral 

antidepressant showed statistical 

superiority on the primary efficacy 

measure vs placebo nasal spray plus a 

newly initiated oral antidepressant 

 Spravato 56mg or 84mg: -19.8

 Placebo: -15.8

 Least squares mean difference -4.0 (95% CI, 

-7.3, -0.6)



Clinical Studies

 Study 2 was a phase 3, randomized, 

double-blind, parallel-group, multicenter, 

long-term, maintenance-of-effect study that 

evaluated Spravato in adults aged 18 to 

<65 years who were known remitters and 

responders to Spravato



Clinical Studies

 Eligible patients received flexibly-dosed 

Spravato plus a daily oral antidepressant in 

an initial 4-week phase 

 Stable remission was defined as a 

MADRS total score ≤12 for at least 3 of the 

last 4 weeks

 Stable response was defined as a MADRS 

total score reduction ≥50% for ≥3 of the last 

4 weeks and not in remission



Clinical Studies

 After ≥16 weeks, stable remitters and 
responders were randomized separately to 
continue Spravato or switch to placebo 
nasal spray 

 The primary study endpoint was time to 
relapse in the stable remitter group

 Defined as MADRS score ≥22 for 2 consecutive 
weeks or hospitalization for worsening 
depression or any other event indicative of 
relapse



Clinical Studies

 Stable remitters who continued Spravato 

treatment plus an oral antidepressant had a 

statistically significantly longer time to 

relapse of depressive symptoms vs patients 

on placebo nasal spray plus an oral 

antidepressant

 Hazard ratio 0.49 (95% CI, 0.29, 0.84)



Clinical Studies

 Time to relapse was also significantly 
delayed in the stable responder population

 These patients experienced a statistically 
significantly longer time to relapse of 
depressive symptoms than patients on 
placebo nasal spray plus oral AD
 Hazard ratio 0.30 (95% CI, 0.16, 0.55)

 For more clinical trial data, see full labeling



New Product Monograph

 For more information view the product 

monograph available at:

https://www.empr.com/drug/spravato/

https://www.empr.com/drug/spravato/

