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Sapropterin Dihydrochloride

Clinical Policy: Sapropterin Dihydrochloride (Kuvan, Javygtor,
Zelvysia)
Reference Number: PA.CP.PHAR .43

Effective Date: 01/2018
Last Review Date: 04/2026

Description
Sapropterin dihydrochloride (Kuvan®) is a synthetic form of tetrahydrobiopterin (BH4), the cofactor
for the enzyme phenylalanine hydroxylase.

FDA Approved Indication(s)

Kuvan is indicated to reduce blood phenylalanine (Phe) levels in adult and pediatric patients one
month of age and older with hyperphenylalaninemia (HPA) due to tetrahydrobiopterin- (BH4-)
responsive phenylketonuria (PKU). Kuvan is to be used in conjunction with a Phe-restricted diet.

Policy/Criteria
It is the policy of PA Health & Wellness® that Kuvan and sapropterin formulations are medically
necessary when the following criteria are met:

I. Initial Approval Criteria
A. Phenylketonuria (must meet all):

1. Diagnosis of hyperphenylalaninemia (HPA) due to phenylketonuria (PKU);

2. Prescribed by or in consultation with an endocrinologist, metabolic or genetic disease
specialist;

3. Recent (within 90 days) phenyalanine (Phe) blood level is > 360 umols/L;

4. Member is currently adherent on a phenylalanine-restricted diet and will continue this diet
during treatment with sapropterin;

5. Sapropterin is not prescribed concurrently with Sephience™ or Palynziq, unless titrating
with the plan to discontinue sapropterin;

6. Ifrequest is for brand Kuvan, Javygtor or Zelvysia, member must use generic sapropterin,
unless contraindicated or clinically significant adverse effects are experienced;

7. Documentation of member’s current weight (in kg);

8. Dose does not exceed 20 mg/kg per day.

Approval Duration: 12 months

B. Other diagnoses/indications: Refer to PA.CP.PMN.53

II. Continued Approval
A. Phenylketonuria (must meet all):

1. Currently receiving medication via PA Health & Wellness benefit or member has
previously met all initial approval criteria; or the Continuity of Care policy (PA.
PHARM.01) applies;

2. Member is responding positively to therapy as demonstrated by a reduction in Phe
blood levels since initiation of therapy;
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3. Member is currently adherent on a phenylalanine-restricted diet and will continue this
diet during treatment with sapropterin;

4. Ifrequest is for brand Kuvan, Javygtor, or Zelvysia member must use generic
sapropterin, unless contraindicated or clinically significant adverse effects are
experienced;

5. Sapropterin is not prescribed concurrently with Sephience™ or Palynziq, unless
titrating with the plan to discontinue sapropterin;

6. Documentation of member’s current weight (in kg);

7. Dose does not exceed 20 mg/kg per day.

Approval Duration: 12 months

B. Other diagnoses/indications (must meet 1 or 2):

1. Currently receiving medication via PA Health & Wellness benefit and documentation
supports positive response to therapy; or the Continuity of Care policy
(PA.PHARM.01) applies; or

2. Refer to PA.CP.PMN.53

ITI. Appendices/General Information
Appendix A: Abbreviation/Acronym Key
BH4: tetrahydrobiopterin Phe: phenylalanine
HPA: hyperphenylalaninemia PKU: phenylketonuria
FDA: Food and Drug Administration

Appendix B: Therapeutic Alternatives
Not applicable

Appendix C: Contraindications/Boxed Warnings
None reported

Appendix D: General Information

e According to the prescribing information, if a 10 mg/kg per day starting dose is used,
then response to therapy is determined by change in blood Phe following treatment with
Kuvan at 10 mg/kg per day for a period of up to 1 month. Blood Phe levels should be
checked after 1 week of Kuvan treatment and periodically for up to a month. If blood Phe
does not decrease from baseline at 10 mg/kg per day, the dose may be increased to 20
mg/kg per day. Patients whose blood Phe does not decrease after 1 month of treatment at
20 mg/kg per day are non-responders and treatment with Kuvan should be discontinued
in these patients.

IV.Dosage and Administration

Indication Dosing Regimen Maximum Dose
BH4- Age 1 month to < 6 years (starting dose) 10 mg/kg QD. 20 mg/kg/day
responsive | Age > 7 years (starting dose): 10 to 20 mg/kg QD

PKU
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V.

Product Availability
Tablets: 100 mg
Powder for oral solution: 100 mg, 500 mg
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Reviews, Revisions, and Approvals

1Q 2018 annual review: Use in conjunction with a Phe-restricted diet is 02/2018
removed. Initial approval duration increased from 2 to 3 months to allow
adequate time for follow-up. Continuation criteria that refers to an increase
in dietary Phe tolerance or improvement in neuropsychiatric symptoms is
deleted leaving reduction of Phe levels per the PI. References reviewed
and updated.

1Q 2019 annual review: references reviewed and updated. 01/2019
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Reviews, Revisions, and Approvals Date

1Q 2020 annual review: references reviewed and updated. 01/2020
1Q 2021 annual review: references reviewed and updated. 01/2021
2Q 2021 annual review: added requirements for a Phe-restricted diet and 04/2021

excluded coverage of concurrent use of Kuvan and Palynziq; references
reviewed and updated.

2(Q) 2022 annual review: references reviewed and updated. 04/2022
2Q 2023 annual review: no significant changes; references reviewed and 04/2023
updated.

2Q 2024 annual review: added redirection to generic product for brand 04/2024

requests; increased initial auth duration to align with those of other drugs
for rare diseases; for Continued Therapy added exclusion for concomitant
use with Palynziq to match with the Initial Approval Criteria; references
reviewed and updated.

2Q 2025 annual review: no significant changes; added requirement for a 04/2025
redirection from Javygtor (branded generic) to unbranded generic
sapropterin per an SDC recommendation; added a requirement for
documentation of member’s current weight for dose calculation purposes;
references reviewed and updated.

Added Sephience (newly FDA-approved for PKU) as an agent that should 10/2025
not be used concomitantly with sapropterin; extended initial approval
duration to 12 months; references reviewed and updated.

2Q 2026 annual review: no significant changes; added requirement for a 04/2026
redirection from Zelvysia (another branded generic) to unbranded generic
sapropterin; added endocrinologist as a possible specialist to align with the
Palynziq and Sephience criteria; added adherence to Phe-restricted diet and
align with Sephience criteria; references reviewed and updated.
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