WYCVS caremark’

Reference number(s)
4234-A

Standard Medicare Part B Management
Crysvita

Products Referenced by this Document

Drugs that are listed in the following table include both brand and generic and all dosage forms and
strengths unless otherwise stated. Over-The-Counter (OTC) products are not included unless otherwise
stated.

Brand Name Generic Name
Crysvita burosumab-twza
Indications

The indications below including FDA-approved indications and compendial uses are considered a covered
benefit provided that all the approval criteria are met and the member has no exclusions to the prescribed
therapy.

FDA-approved Indications'
Crysvita is indicated for the treatment of:

¢ X-linked hypophosphatemia (XLH) in adult and pediatric patients 6 months of age and older.

e Fibroblast growth factor 23 (FGF23)-related hypophosphatemia in tumor-induced osteomalacia
(T10) associated with phosphaturic mesenchymal tumors that cannot be curatively resected or
localized in adult and pediatric patients 2 years of age and older.

All other indications will be assessed on an individual basis. Submissions for indications other than those
listed in this criteria should be accompanied by supporting evidence from Medicare approved compendia.

Documentation

The following documentation must be available, upon request, for all submissions:
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X-linked hypophosphatemia (XLH)

Initial requests:
e Radiographic evidence of rickets or other bone disease attributed to XLH
e At least one of the following:

» Genetic testing results confirming the member has a PHEX (phosphate regulating gene
with homology to endopeptidases located on the X chromosome) mutation

= Genetic testing results confirming a PHEX mutation in a directly related family member
with appropriate X-linked inheritance

» Lab test results confirming the member’s serum fibroblast growth factor 23 (FGF23)
level is above the upper limit of normal or abnormal for the assay
Continuation requests:
e Chart notes or medical record documentation showing beneficial response to therapy

Tumor induced osteomalacia (TIO)

Initial requests:

e Lab test results confirming the member’s serum fibroblast growth factor 23 (FGF23) level is
above the upper limit of normal or abnormal for the assay

e Fasting serum phosphorus level
¢ Ratio of renal tubular maximum reabsorption rate of phosphate to glomerular filtration rate
(TmP/GFR)
Continuation requests:
e Chart notes or medical record documentation showing beneficial response to therapy

Coverage Criteria

X-linked hypophosphatemia (XLH)"7

Authorization of 12 months may be granted for treatment of X-linked hypophosphatemia when both of the
following criteria are met:
e Member meets one of the following criteria:
= Genetic testing was conducted to confirm a PHEX mutation in the member.

» Genetic testing was conducted to confirm a PHEX mutation in a directly related family
member with appropriate X-linked inheritance.

= Member’'s FGF23 level is above the upper limit of normal or abnormal for the assay.
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e Member has radiographic evidence of rickets or other bone disease attributed to XLH.

Tumor-induced osteomalacia (TIO)"5-7

Authorization of 12 months may be granted for treatment of tumor-induced osteomalacia (TIO) when both
of the following criteria are met:
o Member’s diagnosis is confirmed by ALL of the following:
= Member’'s FGF23 level is above the upper limit of normal or abnormal for the assay.
=  Member’s fasting serum phosphorus levels are less than 2.5 mg/dL.

=  Member’s ratio of renal tubular maximum reabsorption rate of phosphate to glomerular
filtration rate (TmP/GFR) is less than 2.5 mg/dL.

o Member’s disease is associated with phosphaturic mesenchymal tumors that cannot be
curatively resected or localized.

Continuation of Therapy

All members (including new members) requesting authorization for continuation of therapy must be
currently receiving therapy with the requested agent.

Authorization for 12 months may be granted when all of the following criteria are met:

¢ The member is currently receiving therapy with the requested medication.

¢ The requested medication is being used to treat an indication listed in the coverage criteria
section.

e The member is receiving benefit from therapy (e.g., increase or normalization in serum
phosphate, improvement in bone and joint pain, reduction in fractures, improvement in skeletal
deformities).

Summary of Evidence

The contents of this policy were created after examining the following resources:

e The prescribing information for Crysvita.
e The available compendium
= National Comprehensive Cancer Network (NCCN) Drugs and Biologics Compendium
*  Micromedex DrugDex
» American Hospital Formulary Service- Drug Information (AHFS-DI)
= Lexi-Drugs
= Clinical Pharmacology
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After reviewing the information in the above resources, the FDA-approved indications listed in the
prescribing information for Crysvita are covered.

Explanation of Rationale

Support for FDA-approved indications can be found in the manufacturer’s prescribing information.

Support for the diagnostic criteria listed above for X-linked hypophosphatemia (XLH) can be found in the
design of the confirmational trials. To be eligible for inclusion, the diagnosis of XLH must have been
supported by confirmation of phosphate regulating gene with homology to endopeptidases located on the
X chromosome (PHEX) mutation in the patient or a directly related family member with appropriate X-
linked inheritance, or a serum FGF23 level of greater than 30 pg/mL.

Support for the diagnostic criteria listed above for FGF23-related hypophosphatemia in tumor-induced
osteomalacia (T1O) can be found in the design of the confirmational trials. To be eligible for inclusion, the
diagnosis of TIO must have been confirmed by a fasting serum phosphorus level less than 2.5 mg/dL,
have an FGF23 level greater than or equal to 100 pg/mL, and have a ratio of renal tubular maximum
reabsorption rate of phosphate to glomerular filtration rate (TmP/GFR) of less than 2.5 mg/dL.
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