MEDICATION POLICY:

Sephience (sepiapterin) VVentegra@’
Generic Name: sepiapterin Preferred: N/A
Applicable Drugs: Sephience Non-preferred: N/A

Date of Origin: 10/24/2025
Date Last Reviewed / Revised: 10/24/2025

PRIOR AUTHORIZATION CRITERIA
(May be considered medically necessary when criteria | through V are met)

I.  Documented diagnosis of hyperphenylalaninemia (HPA) due to phenylketonuria (PKU) and
meets criteria A through C:

A. Elevated blood phenylalanine (Phe) concentrations >360 umol/L (6 mg/dL) at baseline.

B. Documented trial of a phenylalanine-restricted diet in combination with generic
sapropterin, demonstrating treatment failure or contraindication with persistent Phe
blood levels 2360 umol/L.

C. The requested medication will be used as an adjunct to a phenylalanine-restricted diet.
IIl.  Minimum age requirement: 21 month of age.

. Treatment must be prescribed by or in consultation with an endocrinologist, metabolic disease
specialist, or genetic disease specialist.

IV.  Medication is prescribed in accordance with FDA labeling and is supported by current clinical
practice guidelines.

V. Referto the plan document for the list of preferred products. If the requested agent is not
listed as a preferred product, must have a documented failure, infolerance, or
confraindication to a preferred product(s).

EXCLUSION CRITERIA

e Concurrent use with sapropterin (Kuvan, Javygtor) or pegvaliase-pqgpz (Palynziq)
e Primary BH, deficiency (variants in GCH1, PTS, QDPR, SPR, PCBD1)

OTHER CRITERIA
e N/A

QUANTITY / DAYS SUPPLY RESTRICTIONS

e Adults and pediatric patients (21 month of age): Maximum dose of 60 mg/kg/day, not to
exceed the FDA-recommended limits; dispense up to a 30-day supply
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e Pediatric patients (=1 month to <2 years): Recommended starting doses are outlined in
Appendix Table T and should be dispensed for a 30-day supply in accordance with weight-
based dosing.

APPROVAL LENGTH
e Authorization: 3 months

e Re-Authorization: 1 year, with an updated letter of medical necessity or progress notes
showing sustained clinical benefit from therapy, including maintenance of at least a 30%
reduction in blood Phe levels from baseline OR achievement of Phe levels <360 umol/L.

APPENDIX

Table 1. Recommended Starting Dosage

| Age SEPHIENCE (mg/kg) per day
Less than 6 months 7.5 mg/kg
6 months to less than 1 year 15 mg/kg
1 year to less than 2 years 30 mg/kg
2 years and older 60 mg/kg
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DISCLAIMER: Medication Policies are developed to help ensure safe, effective and appropriate use of selected
medications. They offer a guide fo coverage and are not infended to dictate to providers how to practice medicine. Refer
to Plan for individual adoption of specific Medication Policies. Providers are expected to exercise their medical judgement
in providing the most appropriate care for their patients.
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