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Spravato™ (esketamine nasal spray) 
When requesting Spravato™ (esketamine nasal spray), the individual requiring treatment 
must be diagnosed with one of the following FDA-approved indications and meet the 
specific coverage guidelines and applicable safety criteria for the covered indication. 

FDA-Approved Indications

Spravato is indicated, in conjunction with an oral antidepressant, for the treatment of: 
• Treatment-resistant depression in adults.
• Depressive symptoms in adults with major depressive disorder with acute suicidal

ideation or behavior.

Coverage Guidelines

Treatment-resistant depression 

An individual must meet ALL of the following criteria for approval: 
• Has demonstrated nonresponse (≤ 25% improvement in depression symptoms or

scores) to at least TWO different antidepressants, each from a different
pharmacologic class (e.g., selective serotonin reuptake inhibitors [SSRIs],
serotonin-norepinephrine reuptake inhibitors [SNRIs], tricyclic antidepressants
[TCAs], bupropion, mirtazapine, etc.);

• Has used each antidepressant at therapeutic dosages for at least 6 weeks in
the current episode of depression;

• Is currently receiving at least one oral antidepressant;
• Has no history of psychosis OR has a history of psychosis and the prescriber

believes that the benefits of Spravato outweigh the risks;
• Is 18 years of age or older;
• Spravato is prescribed by a psychiatrist;
• History of controlled substance prescriptions has been checked using the state

prescription drug monitoring program (PDMP).

Approval duration: 6 months 

Major depressive disorder with acute suicidal ideation or behavior 

An individual must meet ALL of the following criteria for approval: 
• Has severe major depressive disorder;
• Is currently receiving at least one oral antidepressant (e.g., selective serotonin

reuptake inhibitors [SSRIs], serotonin-norepinephrine reuptake inhibitors [SNRIs],
tricyclic antidepressants [TCAs], bupropion, mirtazapine, etc.);

• Has no history of psychosis OR has a history of psychosis and the prescriber believes
that the benefits of Spravato outweigh the risks;

• Is 18 years of age or older; AND
• Spravato is prescribed by a psychiatrist.

Approval duration: 2 months 
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Major depressive disorder with acute suicidal ideation or behavior 
Administer 84 mg intranasally twice weekly for 4 weeks. Dosage may be reduced to 56 
mg twice weekly based on tolerability.  

Treatment-resistant depression 
The recommended dosage for Spravato is administered intranasally as follows: 

Induction phase Weeks 1 to 4: 
Administer twice per week 

Day 1 starting dose: 56 mg 
Subsequent doses: 56 mg or 84 mg 

Maintenance phase Weeks 5 to 8: 
Administer once weekly 

Week 9 and after: 
Administer every 2 weeks 
or once weekly 

56 mg or 84 mg 
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