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Clinical Policy: SSRI/SNRI Duplicate Therapy  
Reference Number: CP.PMN.60 
Effective Date: 05.01.14  
Last Review Date: 08.23  
Line of Business: Medicaid Revision Log 

See Important Reminder at the end of this policy for important regulatory and legal 
information. 
 
Description 
Due to similarities in mechanism of action, concurrent use of selective serotonin reuptake 
inhibitor (SSRIs) and serotonin-norepinephrine reuptake inhibitors (SNRIs) may lead to additive 
adverse effects, including serotonin syndrome. Serotonin syndrome is characterized by rapid 
development of hyperthermia, hypertension, myoclonus, rigidity, autonomic instability, mental 
status changes (e.g., delirium or coma), and in rare cases, death. In its most severe form, 
serotonin syndrome can resemble neuroleptic malignant syndrome.  
 
FDA Approved Indication(s) 
Many SSRIs and SNRIs are indicated for the treatment of depression. Refer to each product’s 
prescribing information for specific indications. 

Policy/Criteria 
Provider must submit documentation (such as office chart notes, lab results or other clinical 
information) supporting that member has met all approval criteria.  

It is the policy of health plans affiliated with Centene Corporation® that therapeutic duplication 
of SSRIs and SNRIs is not medically necessary. 

There are currently no controlled clinical studies to support the use of two SSRIs or the 
concomitant use of an SSRI and SNRI; members are therefore restricted to the use of only 1 
SSRI or 1 SNRI at a time. 

I. Appendices/General Information 
Appendix A: Abbreviation/Acronym Key 
FDA: Food and Drug Administration  
SNRI: serotonin-norepinephrine reuptake inhibitor  
SSRI: selective serotonin reuptake inhibitor 

Appendix B: Therapeutic Alternatives  
Not applicable 

Appendix C: Contraindications/Boxed Warnings 
Refer to each product’s prescribing information. 
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Important Reminder 

Note:  
For Medicaid members, when state Medicaid coverage provisions conflict with the coverage 
provisions in this clinical policy, state Medicaid coverage provisions take precedence. Please 
refer to the state Medicaid manual for any coverage provisions pertaining to this clinical policy. 
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