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DRUG POLICY

Orfadin (nitisinone)
NOTICE

This policy contains information which is clinical in nature. The policy is not medical advice. The information
in this policy is used by Wellmark to make determinations whether medical treatment is covered under the
terms of a Wellmark member's health benefit plan. Physicians and other health care providers are
responsible for medical advice and treatment. If you have specific health care needs, you should consult
an appropriate health care professional. If you would like to request an accessible version of this document,
please contact customer service at 800-524-9242.

BENEFIT APPLICATION

Benefit determinations are based on the applicable contract language in effect at the time the services were
rendered. Exclusions, limitations or exceptions may apply. Benefits may vary based on contract, and
individual member benefits must be verified. Wellmark determines medical necessity only if the benefit
exists and no contract exclusions are applicable. This medical policy may not apply to FEP. Benefits are
determined by the Federal Employee Program.

DESCRIPTION

The intent of the policy is to provide coverage consistent with product labeling, FDA guidance, standards
of medical practice, evidence-based drug information, and/or published guidelines. The indications below
including FDA-approved indications and compendial uses are considered covered benefits provided that
all the approval criteria are met and the member has no exclusions to the prescribed therapy.

FDA-Approved Indications

Orfadin is indicated for the treatment of adult and pediatric patients with hereditary tyrosinemia type 1
(HT-1) in combination with dietary restriction of tyrosine and phenylalanine.

Compendial Uses
Reduction of urine homogentisic acid (HGA) in adult patients with alkaptonuria (AKU)

POLICY

Required Documentation
Submission of the following information is necessary to initiate the prior authorization review: biochemical
testing, enzyme assay, or genetic testing results supporting diagnosis.

Criteria for Initial Approval

Hereditary Tyrosinemia type 1

Authorization of 12 months may be granted for treatment of hereditary tyrosinemia type 1 (HT-1) when all
of the following are met:
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A) Diagnosis is confirmed by biochemical testing (e.g., detection of succinylacetone in urine), enzyme
assay or DNA testing

B) The requested medication is being used as an adjunct to dietary restriction of tyrosine and
phenylalanine.

Alkaptonuria
Authorization of 12 months may be granted for reduction of urine homogentisic acid (HGA) in adult patients
with alkaptonuria (AKU) when the following criteria is met:
A) Diagnosis of alkaptonuria (AKU) is confirmed by urinary HGA excretion greater than 0.4 g/24 hours
or genetic testing

Continuation of Therapy

Hereditary Tyrosinemia type 1

Authorization of 12 months may be granted for continued treatment in members requesting reauthorization
for hereditary tyrosinemia type 1 (HT-1) who are experiencing beneficial clinical response from therapy.

Alkaptonuria

Authorization of 12 months may be granted for continued treatment in members requesting reauthorization
for alkaptonuria who are experiencing beneficial clinical response (e.g. decrease or stabilization in urine
homogentisic acid (HGA) levels) from therapy.

The aforementioned drugs are considered not medically necessary for members who do not meet the
criteria set forth above.

Members currently receiving the requested medication as samples or via the manufacturer’s patient
assistance program will be required to meet the criteria for initial approval. This ensures that members are
treated equally regardless of their provider’s ability to access medication samples.

Non-Formulary Exception Criteria

Non-Formulary Exception criteria applies to formularies which do not include the requested product(s) on
the formulary drug list. Meeting the criteria above may satisfy some, or all, portions of the Non-Formulary
Exception Criteria. A medication that is non-formulary may be covered when the Criteria for Approval AND
the following criteria are met:

1. The requested drug must be used for an FDA-approved indication, or an indication supported in
the compendia of current literature (examples: AHFS, Micromedex, current accepted guidelines).
Diagnostic testing/lab results required when applicable.

2. The prescribed dose/quantity must fall within the FDA-approved labeling or dosing guidelines found
in the compendia of current literature.

3. All covered formulary alternative drugs on any tier will be ineffective, have been ineffective, would
not be as effective as the non-formulary drug, or would have adverse effects. Documentation is
required and must include chart note(s) or other documentation indicating prior treatment failure,
severity of the adverse event (if any), and dosage and duration of the prior treatment, or
contraindication to formulary alternatives.

Dosing and Administration
Approvals may be subject to dosing limits in accordance with FDA-approved labeling, accepted compendia,
and/or evidence-based practice guidelines.
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Medication FDA-recommended dosing

Orfadin (nitisinone) capsules Hereditary Tyrosinemia type 1
Orfadin oral suspension Younger than 5 years: 1mg/kg/day
5 years and older: 2mg/kg/day

PROCEDURES AND BILLING CODES

To report provider services, use appropriate CPT* codes, Alpha Numeric (HCPCS level 2) codes,
Revenue codes, and/or ICD diagnostic codes.
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