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OVERVIEW
Galafold is indicated for the treatment of adults with a confirmed diagnosis of Fabry disease and an
amenable galactosidase alpha gene (GLA) variant based on in vitro assay data. 1 Certain GLA variants
produce abnormally folded and less stable forms of the α-galactosidase A (α-GAL) enzyme, however the
enzyme still retains activity. Galafold is a pharmacologic chaperone which binds to the active site of αGAL, which stabilizes the enzyme and allows it to be trafficked from the endoplasmic reticulum to
lysosomes. In the lysosome, Galafold dissociates from the enzyme allowing it to exert its pharmacologic
activity.

Disease Overview
Fabry disease is a rare inherited X-linked lysosomal storage disorder due to absent or significantly reduced
α-Gal activity leading to the accumulation of globotriaosylceramide (GL-3) in a wide variety of cells
throughout the body. 2-4 The accumulation of GL-3 leads to progressive multisystem disease, primarily
impacting the kidney, heart, and nervous system. 3,4 Life expectancy in patients with Fabry disease is
reduced, median survival is typically 50 to 55 years in men and 70 years in women. 2
The disease can be divided into two phenotypes, a severe, classical phenotype typically found in men
without α-Gal activity, and a generally milder non-classical phenotype in men and women with some
residual α-Gal activity. 2,3 Classical Fabry disease symptoms often seen at presentation include neuropathic
pain, cornea verticillata, and angiokeratoma, 3 and can occur in males as young as 6 to 8 years of age and at
9 years of age in females. 4 Long–term consequences of Fabry disease include hypertrophic
cardiomyopathy, arrhythmias, renal failure, and stroke. 3 Individuals with some residual α-Gal activity
typically develop non-classical Fabry disease, which has a later onset, variable disease course, is typically
less severe and may affect a single organ, most commonly the heart. 2,3 Despite Fabry disease being an X–
linked disorder, women often have Fabry disease signs and symptoms, however they typically have less
severe disease than men.
Currently, there have been more than 800 mutations to the gene encoding α-Gal identified and about 60%
are missense mutations resulting in single amino acid substitutions. 5 Some of these mutated enzymes have
activity levels similar to normal α-Gal however they have been found to be unstable and are retained in the
endoplasmic reticulum.

Guidelines
Current Fabry disease treatment guidelines either do not mention Galafold as a treatment option or discuss
it as an investigational agent. 6,7

POLICY STATEMENT
Prior authorization is recommended for prescription benefit coverage of Galafold. All approvals are
provided for the duration noted below. Because of the specialized skills required for evaluation and
diagnosis of patients treated with Galafold as well as the monitoring required for adverse events and long-
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term efficacy, initial approval requires Galafold to be prescribed by or in consultation with a physician who
specializes in the condition being treated.
Automation: None.

RECOMMENDED AUTHORIZATION CRITERIA
Coverage of Galafold is recommended in those who meet the following criteria:
FDA-Approved Indications
1. Fabry Disease. Approve for 3 years if the patient meets the following criteria (A, B, and C):
A) Patient is ≥ 18 years of age; AND
B) Patient has an amenable galactosidase alpha gene (GLA) variant based on in vitro assay data; AND
C) The medication is prescribed by or in consultation with a geneticist, nephrologist, or a physician
who specializes in the treatment of Fabry disease.

CONDITIONS NOT RECOMMENDED FOR APPROVAL
Coverage of Galafold is not recommended in the following situations:
1. Concurrent Use with Fabrazyme. One small study (n = 23) assessed a single dose of Galafold (150
mg or 450 mg) used concurrently with Fabrazyme or agalsidase alpha. While a single dose of Galafold
significantly increased α-GAL activity, the long-term safety and efficacy of concurrent use of Galafold
and Fabrazyme has not been established. 8 Galafold is not FDA approved for concurrent use with
Fabrazyme.
2. 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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