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Drug Therapy Guidelines 
 

                                                                                                    Applicable 

Off-Label Drug Use Policy 

Medical Benefit x Effective: 7/1/22 

Pharmacy- Formulary 1 x Next Review:  12/23 

Pharmacy- Formulary 2 x Date of Origin: 3/6/07 

Pharmacy- Formulary 3/Exclusive x Review Dates: 3/07, 11/07, 12/08, 12/09, 12/10, 12/11, 12/12, 

12/13, 12/14, 9/15, 9/16, 9/17, 12/18, 12/19, 3/20, 3/21, 4/22 Pharmacy- Formulary 4/AON x 

 

I. Off-Label Drug Use Description 

  
The U.S. Food and Drug Administration (FDA) approves drugs for specific indications that are included in the 
drug’s labeling after proven to be safe and effective through review of supporting, well-designed clinical trials. 
Off-label or “unlabeled” drug use is the use of a drug approved by the FDA for uses other than those included in 
the approved drug labeling. Many off-label uses are effective drug therapeutic treatments, supported by peer-
reviewed research literature and widely used. Off-label drug uses should be viewed as potentially medically 
necessary pending evaluation of their efficacy to determine whether the off-label use improves health outcomes 
in the absence of unacceptable toxicity. 

 

II. Position Statement 

 

Criteria in drug-specific policies (corporate Drug Therapy Guidelines) take precedence over the criteria listed in 
this policy. Therefore, drug-specific policies must be reviewed prior to applying the criteria listed below. 
However, this policy should be applied when a drug-specific policy is silent for an off-label use of a FDA 
approved drug or when developing drug specific medical policies. This policy shall not be construed to require 
coverage for any drug when the FDA has determined its use to be contraindicated. It is suggested that each 
unlabeled use of any drug be individually evaluated. 
 
The literature must be provided with the prior authorization request along with other supporting 
documentation that may be relevant to the case.  
 
The criteria set forth in this policy are equally applicable to all medications. HealthNow does not distinguish 
between medical and mental health conditions, and this policy is designed to enforce this position. To ensure all 
medications are treated the same; we do not set different standards for certain classes of drugs; for example, 
medications used to treat mental health and substance use disorders (SUD). 
 

III. Policy 

  

Coverage for off-label, or unlabeled, drug uses will consider the following criteria to determine medical 

necessity:  

• Drug must have an FDA-labeled indication, AND 

• Drug must show positive impact or improve health outcome, AND 

• Drug should improve the net health outcome as much as, or more than, established alternatives, 

AND 

• Provider must demonstrate why established treatment alternatives cannot be utilized in the specific 

case being reviewed (by means of providing appropriate clinical rationale) AND 

• The disease improvement must be attainable outside the investigational settings AND 

• One of the following is true: 
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o Requested drug indication is supported by one or more approved compendia OR 

o Requested drug use is supported by at least two peer-reviewed articles published in the 

medical literature: 

▪ The quality of the body of studies and the consistency of the results are considered in 

evaluating the evidence AND 

▪ The study must be at least a phase II clinical trial or higher AND 

▪ The clinical trial should include a sufficient number of subjects in relation to the 

incidence of the disease being treated AND 

▪ The outcomes of the study should support that the off-label use is generally safe in 

relation to the severity of the disease being treated and other existing treatment 

options AND 

• The study outcomes should represent clinically meaningful outcomes experienced by patients. 

• Exclusions 

o If the request is not supported by compendia or articles as listed above, then the request is 

not considered medically appropriate and will be denied as non FDA 

approved/experimental/investigational. 

o Case reports are generally considered uncontrolled and anecdotal information and do not 

provide adequate supportive clinical evidence for determining accepted uses of drugs. 

 

IIV. Coverage Renewal Criteria 

 
Further renewal of approved coverage will be based on evidence presented by the prescribing practitioner, 

including but not limited to: 

• A therapeutic response to therapy along with literature supporting that an extended treatment 

duration is necessary.  

 

IV. Summary of Policy Changes 

 

2/24/20: CP021 Off-Label Drug Use Policy and Procedure reformatted to fit Drug Therapy Guideline template for 

non-Medicare lines of business 

5/1/20: no policy changes 

5/28/21: added a mental health/SUD parity statement, added coverage renewal criteria 

7/1/22: no policy changes 
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The Plan fully expects that only appropriate and medically necessary services will be rendered.  The Plan reserves the right to conduct pre-payment and post-payment 
reviews to assess the medical appropriateness of the above-referenced therapies.  
 
The preceding policy applies only to members for whom the above named pharmacy benefit medications are included on their covered formulary.  Members with 
closed formulary benefits are subject to trying all appropriate formulary alternatives before a coverage exception for a non-formulary medication will be considered.   
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The preceding policy is a guideline to allow for coverage of the pertinent medication/product, and is not meant to serve as a clinical practice guideline. 

 


