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Metabolic Disorders — Nitisinone Products

e Harliku™ (nitisinone tablets - Cycle)
e Orfadin® (nitisinone capsules and suspension — Sobi, generic [capsules only])
¢ Nityr® (nitisinone tablets — Cycle)

INSTRUCTIONS FOR USE

The following Coverage Policy applies to health benefit plans administered by Cigna Companies. Certain Cigna
Companies and/or lines of business only provide utilization review services to clients and do not make coverage
determinations. References to standard benefit plan language and coverage determinations do not apply to
those clients. Coverage Policies are intended to provide guidance in interpreting certain standard benefit plans
administered by Cigna Companies. Please note, the terms of a customer’s particular benefit plan document
[Group Service Agreement, Evidence of Coverage, Certificate of Coverage, Summary Plan Description (SPD) or
similar plan document] may differ significantly from the standard benefit plans upon which these Coverage
Policies are based. For example, a customer’s benefit plan document may contain a specific exclusion related to
a topic addressed in a Coverage Policy. In the event of a conflict, a customer’s benefit plan document always
supersedes the information in the Coverage Policies. In the absence of a controlling federal or state coverage
mandate, benefits are ultimately determined by the terms of the applicable benefit plan document. Coverage
determinations in each specific instance require consideration of 1) the terms of the applicable benefit plan
document in effect on the date of service; 2) any applicable laws/regulations; 3) any relevant collateral source
materials including Coverage Policies and; 4) the specific facts of the particular situation. Each coverage request
should be reviewed on its own merits. Medical directors are expected to exercise clinical judgment where
appropriate and have discretion in making individual coverage determinations. Where coverage for care or
services does not depend on specific circumstances, reimbursement will only be provided if a requested
service(s) is submitted in accordance with the relevant criteria outlined in the applicable Coverage Policy,
including covered diagnosis and/or procedure code(s). Reimbursement is not allowed for services when billed for
conditions or diagnoses that are not covered under this Coverage Policy (see “Coding Information” below).
When billing, providers must use the most appropriate codes as of the effective date of the submission. Claims
submitted for services that are not accompanied by covered code(s) under the applicable Coverage Policy will
be denied as not covered. Coverage Policies relate exclusively to the administration of health benefit plans.
Coverage Policies are not recommendations for treatment and should never be used as treatment guidelines. In
certain markets, delegated vendor guidelines may be used to support medical necessity and other coverage
determinations.

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.2 Harliku is indicated for
the treatment of alkaptonuria in adults.3
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Disease Overview

Hereditary Tyrosinemia Type 1

Hereditary tyrosinemia type 1 is a genetic disorder characterized by elevated blood levels of the
amino acid tyrosine.*> It is caused by mutations in the FAH gene, which lead to a deficiency of
the enzyme fumarylacetoacetate hydrolase that is required for the breakdown of tyrosine.
Symptoms usually appear in the first few months after birth and include failure to thrive, diarrhea,
vomiting, jaundice, cabbage-like odor, and increased tendency to bleed. Diagnosis is most often
via newborn screening (i.e., elevated alpha-fetoprotein and succinylacetone); however, carrier
genetic testing and prenatal diagnosis by detection of succinylacetone in the amniotic fluid are
also possible. Treatment should be initiated immediately upon diagnosis with a diet restricted in
tyrosine and phenylalanine and with nitisinone, which blocks the second step in the tyrosine
degradation pathway.

Alkaptonuria

Alkaptonuria is an autosomal recessive genetic disorder, characterized by the accumulation of
homogentisic acid in the body.®7 It is caused by mutations in the homogentisate 1,2 dioxygenase
(HGD) gene, which leads to deficiency of the HGD enzyme. This enzyme plays a role in the
metabolism of tyrosine and converts homogentisic acid (HGA) into malate and acetoacetate. In
the absence of HGD, HGA accumulates in the body. Excess HGA is excreted in the urine, which
darkens upon standing due to oxidation. HGA also deposits in connective tissues in a process
called ochronosis. Ochronosis results in the blueish-black pigmentation of tissues such as
cartilage and sclera. Over time, alkaptonuric ochronosis manifests with progressive
musculoskeletal conditions, such as arthritis, ankylosis, and intravertebral disc calcification. Of
note, pigmentation changes of the sclera do not affect vision. On exam, the sclera may have
brown or gray deposits. Other manifestations due to pigment deposition include stone formation
in various organs and valvular heart disease. Diagnosis is generally made by detection of
elevated levels of HGA in the urine or molecular genetic testing confirming biallelic pathogenic
variants in the HGD gene.” Treatment with nitisinone in patients maintained on a regular diet has
demonstrated an improvement in HGA levels®!!; of note, the pivotal study for Harliku utilized
Orfadin in its investigation.?

Coverage Polic

POLICY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of nitisinone products. All
approvals are provided for the duration noted below. Because of the specialized skills required for
evaluation and diagnosis of patients treated with nitisinone products as well as the monitoring
required for adverse events and long-term efficacy, approval requires the agent to be prescribed
by or in consultation with a physician who specializes in the condition being treated.

Documentation: Documentation is required where noted in the criteria as [documentation
required]. Documentation may include, but is not limited to, chart notes, laboratory tests,
claims records, and/or other information. All documentation must include patient-specific
identifying information.

1. Orfadin (generics) and Nityr are considered medically necessary when the
following are met:

FDA-Approved Indication
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1. Hereditary Tyrosinemia Type 1. Approve for 1 year if the patient meets ALL of the
following (A, B, C, D, and E):
A) Diagnosis is supported by ONE of the following (i or ii):
i. Genetic testing confirms biallelic pathogenic or likely pathogenic variants in
the FAH gene [documentation required]; OR
ii. Patient has elevated levels ofsuccinylacetone in the serum or urine
[documentation required]; AND
B) The medication is prescribed in conjunction with a tyrosine- and phenylalanine-
restricted diet; AND
C) Patient will not be taking the requested agent concurrently with another nitisinone
product; AND
Note: Examples of nitisinone products include Orfadin, generic nitisinone capsules,
and Nityr. Concurrent use of these agents is not allowed.
D) Medication is being prescribed by or in consultation with a metabolic disease specialist
(or specialist who focuses in the treatment of metabolic diseases); AND
E) Preferred product criteria are met for the products listed in the below table(s)

Other Uses with Supportive Evidence

2. Alkaptonuria. Approve for 1 year if the patient meets ALL of the following (A, B and C):
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 [documentation
required]; OR

ii. Patient has elevated levels of homogentisic acid (HGA) in the urine
[documentation required]; 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) Preferred product criteria are met for the products listed in the below table(s):

II. Harliku is considered medically necessary when the following is met:

FDA-Approved Indication

1. Alkaptonuria. Approve for 1 year if the patient meets ALL of the following (A, B, and C):
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 [documentation required]; OR
ii. Patient has elevated levels of homogentisic acid (HGA) in the urine [documentation
required]; 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) Preferred product criteria are met for the products listed in the below table(s):

Employer Plans:

Product Criteria

Harliku Patient has tried nitisinone 2 mg capsules or Nityr 2 mg tablets

(nitisinone) | [documentation required]. Note: if the patient has tried another

tablets strength of any of the products above, this would satisfy for an
approval.
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Product Criteria

Orfadin The patient has tried the bioequivalent generic product, nitisinone
(nitisinone) | capsules, AND cannot take due to a formulation difference in the
capsules inactive ingredient(s) [e.g., difference in dyes, fillers, preservatives]

between the Brand and the bioequivalent generic product which would
result, per the prescriber, in a significant allergy or serious adverse
reaction [requires prior authorization].

Orfadin Patient has tried and, according to the prescriber, the patient has had
(nitisinone) | inadequate efficacy or significant intolerance to nitisinone oral

oral suspension [requires prior authorization].

suspension

Conditions Not Covered

Nitisinone products for any other use is considered not medically necessary, including
the following (this list may not be all inclusive; criteria will be updated as new published
data are available):

1. Concomitant Therapy with Nitisinone Products. Note: For example, concomitant use
of Harliku, Orfadin, generic nitisinone capsules, and/or Nityr. There are no data available
to support concomitant use.
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Revision Details

Type of Revision Summary of Changes Date
Annual Revision No criteria changes. 5/15/2024
Annual Revision No criteria changes. 2/1/2025
Annual Revision Orfadin (generics) and Nityr: Alkaptonuria was 12/1/2025

added as a condition of approval under other uses
with supportive evidence. [Documentation
Required] added to indication.

Selected Revision Harliku was added to the policy. The criteria was 1/1/2026
divided based on the specific agent intended for
approval.

Harliku. Alkaptonuria was added as a condition of
approval.Updated preferred product table for
Employer Plans to now require two preferred
products: nitisinone 2 mg capsules and Nityr 2 mg
tablets.

Conditions Not Recommended for Approval:
For concomitant therapy with nitisinone products,
Harliku was added to the Note of examples.

The policy effective date is in force until updated or retired.

“Cigna Companies” refers to operating subsidiaries of The Cigna Group. All products and services are provided exclusively
by or through such operating subsidiaries, including Cigna Health and Life Insurance Company, Connecticut General Life
Insurance Company, Evernorth Behavioral Health, Inc., Cigna Health Management, Inc., and HMO or service company
subsidiaries of The Cigna Group. © 2025 The Cigna Group.
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