
Please see additional Important Safety Information throughout this guide and full Prescribing 
Information, including Boxed WARNINGS, and Medication Guide for SPRAVATO®.

Referring Your Appropriate 
Patients with Treatment-
Resistant Depression (TRD) to 
a REMS-Certified SPRAVATO® 
Treatment Center

Indication:
SPRAVATO® (esketamine) CIII Nasal Spray  
is indicated, in conjunction with an oral 
antidepressant, for the treatment of:
• Treatment-resistant depression (TRD) in

adults. 

Limitations of Use: 
• �The effectiveness of SPRAVATO® in preventing 

suicide or in reducing suicidal ideation or 
behavior has not been demonstrated. Use of 
SPRAVATO® does not preclude the need for 
hospitalization if clinically warranted, even 
if patients experience improvement after an 
initial dose of SPRAVATO®. 

• �SPRAVATO® is not approved as an anesthetic 
agent. The safety and effectiveness of 
SPRAVATO® as an anesthetic agent have not 
been established.

A complete step-by-step guide to the 
referral process.
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REMS=Risk Evaluation and Mitigation Strategy.

Important Safety Information

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

See full prescribing information for complete boxed warning
• �Risk for sedation and dissociation after 

administration. Monitor patients for at least 
two hours a�er administration (5.1, 5.2).

• �Potential for abuse and misuse. Consider the risks 
and benefits of using SPRAVATO® prior to use in 
patients at higher risk of abuse. Monitor for signs and 
symptoms of abuse and misuse (5.3).

• �SPRAVATO® is only available through a restricted 
program called the SPRAVATO® REMS (5.4).

• �Increased risk of suicidal thoughts and behaviors 
in pediatric and young adult patients taking 
antidepressants. Closely monitor all antidepressant-
treated patients for clinical worsening and emergence 
of suicidal thoughts and behaviors. SPRAVATO® is not 
approved for use in pediatric patients (5.5).

(continued on page 3)
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Impaired Ability to Drive and Operate Machinery: 
Before SPRAVATO® administration, instruct patients not 
to engage in potentially hazardous activities requiring 
complete mental alertness and motor coordination, 
such as driving a motor vehicle or operating machinery, 
until the next day following a restful sleep. Patients 
will need to arrange transportation home following 
treatment with SPRAVATO®.
Ulcerative or Interstitial Cystitis: Cases of ulcerative or 
interstitial cystitis have been reported in individuals with 
long-term o�-label use or misuse/abuse of ketamine. In 
clinical studies with SPRAVATO® nasal spray, there was a 
higher rate of lower urinary tract symptoms (pollakiuria, 
dysuria, micturition urgency, nocturia, and cystitis) in 
SPRAVATO®-treated patients than in placebo-treated 
patients. No cases of esketamine-related interstitial 
cystitis were observed in any of the studies, which 
involved treatment for up to a year.
Monitor for urinary tract and bladder symptoms 
during the course of treatment with SPRAVATO® 
and refer to an appropriate healthcare provider as 
clinically warranted.

PREGNANCY, EMBRYO-FETAL TOXICITY, AND 
LACTATION
SPRAVATO® is not recommended during pregnancy. 
SPRAVATO® may cause fetal harm when administered 
to pregnant women. Advise pregnant women of the 
potential risk to an infant exposed to SPRAVATO® in 
utero. Advise women of reproductive potential to 
consider pregnancy planning and prevention.
There are risks to the mother associated with 
untreated depression in pregnancy. If a woman 
becomes pregnant while being treated with 
SPRAVATO®, treatment with SPRAVATO® should be 
discontinued and the patient should be counseled 
about the potential risk to the fetus.

Pregnancy Exposure Registry: There is a pregnancy 
exposure registry that monitors pregnancy outcomes 
in women exposed to antidepressants, including 
SPRAVATO®, during pregnancy. Healthcare providers 
are encouraged to register patients by contacting the 
National Pregnancy Registry for Antidepressants at  
1-844-405-6185 or online at https://womensmentalhealth.org/  
clinical-and-research-programs/pregnancyregistry/
antidepressants/.
SPRAVATO® is present in human milk. Because of 
the potential for neurotoxicity, advise patients that 
breastfeeding is not recommended during treatment 
with SPRAVATO®.

SELECT USE IN SPECIFIC POPULATIONS
Geriatric Use: No overall differences in the safety 
profile were observed between patients 65 years of 
age and older and patients younger than 65 years of 
age. At the end of a 4-week, randomized, double-blind 
study, there was no statistically significant di�erence 
between groups on the primary e�icacy endpoint.
Hepatic Impairment: SPRAVATO®-treated patients with 
moderate hepatic impairment may need to be monitored 
for adverse reactions for a longer period of time.
SPRAVATO® has not been studied in patients with severe 
hepatic impairment (Child-Pugh class C). Use in this 
population is not recommended.

ADVERSE REACTIONS
The most common adverse reactions with SPRAVATO® 
plus oral antidepressant (incidence  ≥5% and at 
least twice that of placebo nasal spray plus oral 
antidepressant) were:
TRD: dissociation, dizziness, nausea, sedation, vertigo, 
hypoesthesia, anxiety, lethargy, blood pressure 
increased, vomiting, and feeling drunk.

Please see additional Important Safety 
Information throughout this guide and full 
Prescribing Information, including Boxed 
WARNINGS, and Medication Guide for SPRAVATO®.
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