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Overview 
Sephience (sepiapterin) is a phenylalanine hydroxylase (PAH) activator indicated for the treatment of 
hyperphenylalanemia (HPA) in adult and pediatric patients 1 month of age and older with sepiapterin-
responsive phenylketonuria (PKU).  
 
Sephience should be used in conjunction with a phenylalanine (Phe)-restricted diet. Sephience should be 
discontinued in patients who blood Phe does not decrease after 2 weeks of treatment at the maximum dosage 
of 60 mg/kg.  
 
Coverage Guidelines 
If member is new to the plan (as evidenced by coverage effective date of less than or equal to 90 days), 
submission of medical records documenting that the member is currently receiving treatment with the 
requested drug, excluding when the product is obtained as samples or via manufacturer’s patient assistance 
programs 
OR  
Authorization may be granted when all of the following criteria are met: 

1. Member has a diagnosis of phenylketonuria  
2. Member is 1 month of age or older 
3. Requested medication will be used in conjunction with a phenylalanine (Phe)-restricted diet 
4. For members starting therapy: Member will have Phe blood levels measured within two weeks of 

therapy and periodically for up to 3 months of therapy to determine response 
5. Member meets ONE of the following:  

a. Member has a diagnosis of classic PKU (untreated serum phenylalanine concentrations > 1200 
micromol/L) 

b. Member has had a trial and failure, contraindication, or intolerance to sapropterin (Kuvan) 
6. Requested medication will not be used in combination with another PKU drug, including a sapropterin-

containing product and Palynziq (pegvaliase-pqpz) 
 
Continuation of Therapy 
Requests for reauthorization will be approved when the following criteria are met:  

1. Submission of medical records (e.g., chart notes) demonstrating member has had at least a 15% 
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decrease in phenylalanine blood levels compared to baseline 
2. Requested medication continues to be used in conjunction with a phenylalanine (Phe)-restricted diet 
3. Member continues to have blood Phe levels measured periodically during therapy  

 
Limitations 

1. Initial approvals will be granted for 3 months 
2. Reauthorizations will be granted for 12 months 
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Review History  
01/14/2026 – Reviewed at December P&T. Effective 03/01/2026.  
03/11/2026 – Reviewed and updated at March P&T. Administrative updates to language for members who are 
new to the Plan and documentation language in reauthorization criteria. Effective 06/01/2026.  


