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OVERVIEW

Nitisinone products are hydroxy-phenylpyruvate dioxygenase inhibitors. Orfadin and Nityr are indicated for the treatment
of hereditary tyrosinemia type 1 in combination with dietary restriction of tyrosine and phenylalanine in adult and
pediatric patients.>? Harliku is indicated for the treatment of alkaptonuria in adults.®

PoLICY STATEMENT

This policy involves the use of Orfadin (brand and generic), Nityr and Harliku Prior authorization is recommended for
pharmacy benefit coverage of Orfadin (brand and generic), Nityr and Harliku. Approval is recommended for those who
meet the conditions of coverage in the Criteria and Initial/Extended Approval for the diagnosis provided. Requests for
uses not listed in this policy will be reviewed for evidence of efficacy and for medical necessity on a case-by-case basis.

Because of the specialized skills required for evaluation and diagnosis of patients treated with Orfadin, Nityr and Harliku
as well as the monitoring required for adverse events and long-term efficacy, initial approval requires Orfadin, Nityr and
Harliku be prescribed by or in consultation with a physician who specializes in the condition being treated. All approvals
for initial therapy are provided for the initial approval duration noted below; if reauthorization is allowed, a response to
therapy is required for continuation of therapy unless otherwise noted below.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Orfadin, generic nitisinone, or Nityr is recommended in those who meet the following criteria:

1. Initial, Hereditary Tyrosinemia Type 1
Patient must meet the following criteria (A, B, C, D, E and F)

A) Nitisinone is prescribed by or in consultation with a physician who specializes in treatment of inherited metabolic
disorder/genetic diseases; AND

B) Laboratory baseline succinylacetone (SA) level are provided and elevated prior to treatment*; AND

C) The patient is following a diet consisting of tyrosine and phenylalanine restriction; AND

D) Baseline hepatic imaging and baseline labs have been obtained and reviewed such as: liver evaluation (PT, PTT ,
ALT/AST), renal function (BUN, creatine, etc), plasma amino acids, and a complete blood count (CBC); AND
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E) Baseline ophthalmologic examination including slit-lamp examination has been completed prior to treatment;
AND

F) If the request is for brand Orfadin or Nityr, the patient has a documented intolerance to or has failed at least a
three-month trial of generic nitisinone.

Continuation, Hereditary Tyrosinemia Type 1
Patient must meet the following criteria (A, B, C, D and E)

A) The provider has been monitoring for plasma amino acids, blood or urinary SA, liver function, serum AFP
increases, and CBC; AND

B) The provider is regularly monitoring for ophthalmologic changes including eye pain, or signs of inflammation
such as redness, swelling, or burning of the eyes and conducted slit-lamp reexamination if tyrosine levels are >
500 micromol/L; AND

C) The provider states the patient is having a beneficial response to therapy based on assessment*; AND

D) The patient continues to follow a diet consisting of tyrosine and phenylalanine restriction; AND

E) If the request is for brand Orfadin or Nityr, the patient has a documented intolerance to or has failed at least a
three-month trial of generic nitisinone.

Other Uses with Supportive Evidence

3.

Initial, Alkaptonuria.

Patient must meet the following criteria (A, B, C, D and E):

A) According to the prescriber, diagnosis is supported by ONE of the following (i or ii):
i. Genetic testing confirms biallelic pathogenic or likely pathogenic variants in the homogentisate 1,2

dioxygenase (HGD) gene; OR

ii. Patient has elevated levels of homogentisic acid (HGA) in the urine; AND

B) The medication is prescribed by or in consultation with a rheumatologist or metabolic disease specialist (or
specialist who focuses in the treatment of metabolic diseases); AND

C) The patient is following a diet consisting of tyrosine and phenylalanine restriction; AND

D) Baseline ophthalmologic examination including slit-lamp examination has been completed prior to treatment; AND

E) If the request is for brand Orfadin or Nityr, the patient has a documented intolerance to or has failed at least a
three-month trial of generic nitisinone.

Continuation, Alkaptonuria.

Patient must meet the following criteria (A, B and C):

A) The provider is regularly monitoring for ophthalmologic changes including eye pain, or signs of inflammation
such as redness, swelling, or burning of the eyes and conducted slit-lamp reexamination if tyrosine levels are >
500 micromol/L; AND

B) The provider states the patient is having a beneficial response to therapy based on assessment*; AND

C) The patient continues to follow a diet consisting of tyrosine and phenylalanine restriction.
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Coverage of Harliku is recommended in those who meet the following criteria:

1. Initial, Alkaptonuria.
Patient must meet the following criteria (A,B, C and D):
A) According to the prescriber, diagnosis is supported by ONE of the following (i or ii):
i. Genetic testing confirms biallelic pathogenic or likely pathogenic variants in the homogentisate 1,2
dioxygenase (HGD) gene; OR
ii. Patient has elevated levels of homogentisic acid (HGA) in the urine; AND
B) The medication is prescribed by or in consultation with a rheumatologist or metabolic disease specialist (or
specialist who focuses in the treatment of metabolic diseases).
C) The patient is following a diet consisting of tyrosine and phenylalanine restriction; AND
D) Baseline ophthalmologic examination including slit-lamp examination has been completed prior to treatment

2. Continuation, Alkaptonuria.
Patient must meet the following criteria (A, B and C):
A) The provider is regularly monitoring for ophthalmologic changes including eye pain, or signs of inflammation
such as redness, swelling, or burning of the eyes and conducted slit-lamp reexamination if tyrosine levels are >
500 micromol/L; AND
B) The provider states the patient is having a beneficial response to therapy based on assessment*; AND
C) The patient continues to follow a diet consisting of tyrosine and phenylalanine restriction.

*Documentation Required: When documentation is required, the prescriber must provide written documentation
supporting the trials of these other agents, noted in the criteria as *. Documentation should include chart notes,
prescription claims records, and/or prescription receipts.

Initial Approval/ Extended Approval.
A) Initial and Extended Approval: 6 months (180 days)

CONDITIONS NOT RECOMMENDED FOR APPROVAL

Orfadin and Nitry has not been shown to be effective, or there are limited or preliminary data or potential safety concerns
that are not supportive of general approval for the following conditions. (Note: This is not an exhaustive list of Conditions
Not Recommended for Approval).

1. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria. Criteria will
be updated as new published data are available.
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Documentation Requirements:

The Company reserves the right to request additional documentation as part of its coverage determination process. The
Company may deny reimbursement when it has determined that the drug provided or services performed were not
medically necessary, investigational or experimental, not within the scope of benefits afforded to the member and/or a
pattern of billing or other practice has been found to be either inappropriate or excessive. Additional documentation
supporting medical necessity for the services provided must be made available upon request to the Company.
Documentation requested may include patient records, test results and/or credentials of the provider ordering or
performing a service. The Company also reserves the right to modify, revise, change, apply and interpret this policy at its
sole discretion, and the exercise of this discretion shall be final and binding.
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