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Specialty Guideline Management
betaine-Cystadane

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
Cystadane betaine anhydrous
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"®

Cystadane/betaine anhydrous is indicated for the treatment of homocystinuria to decrease elevated
homocysteine blood concentrations in pediatric and adult patients. Included within the category of
homocystinuria are:

e Cystathionine beta-synthase (CBS) deficiency
e 5,10-methylenetetrahydrofolate reductase (MTHFR) deficiency
e Cobalamin cofactor metabolism (cbl) defect

Compendial Uses3*®

Methylmalonic acidemia with homocystinuria

All other indications are considered experimental/investigational and not medically necessary.
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Documentation

Submission of the following information is necessary to initiate the prior authorization review:

Initial Requests:

e For cystathionine beta-synthase (CBS) deficiency, enzyme analysis of CBS activity or genetic
testing results.

e For 5,10-methylenetetrahydrofolate reductase (MTHFR) deficiency, enzyme analysis of MTHFR
activity or genetic testing results.

e For cobalamin cofactor metabolism (cbl) defect, genetic testing results.

e For allindications, chart notes or medical records documenting clinical signs and symptoms of
disease at baseline (e.g., ectopia lentis and/or severe myopia, skeletal abnormalities, vascular
abnormalities, developmental delay, intellectual disability, seizures, psychiatric/behavioral
manifestations, or extrapyramidal signs).

Continuation Requests:

e For homocystinuria, chart notes, lab results, or medical records documenting either of the
following:
= Homocysteine level that is undetectable or present only in small amounts.
= Substantial decrease in homocysteine level since initiating treatment with the requested
medication.
o For methylmalonic acidemia with homocystinuria, chart notes or medical records documenting
benefit from therapy as evidenced by disease stability or disease improvement (e.g., stability or
improvement in clinical signs and symptoms of disease or homocysteine levels).

Prescriber Specialties

This medication must be prescribed by or in consultation with a physician who specializes in the treatment
of metabolic disease and/or lysosomal storage disorders.

Coverage Criteria

Homocystinuria®267

Authorization of 12 months may be granted for treatment of homocystinuria to decrease elevated
homocysteine blood levels when all of the following criteria are met:
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e The member has one of the following types of homocystinuria and the diagnosis was confirmed
by enzyme assay or genetic testing:
= Cystathionine beta-synthase (CBS) deficiency
» 5,10-methylenetetrahydrofolate reductase (MTHFR) deficiency
= Cobalamin cofactor metabolism (cbl) defect
o Member exhibits clinical signs and symptoms of disease at baseline (e.g., ectopia lentis and/or
severe myopia, skeletal abnormalities, vascular abnormalities, developmental delay, intellectual
disability, seizures, psychiatric/behavioral manifestations, or extrapyramidal signs).
¢ |f the member has CBS deficiency, plasma methionine concentrations will be monitored and
kept below 1,000 micromol/L through dietary modification, and if necessary, a reduction in
dose for the requested medication.

Methylmalonic Acidemia with Homocystinuria®®

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

¢ Member has a diagnosis of methylmalonic acidemia with homocystinuria.

o Member exhibits clinical signs and symptoms of disease at baseline (e.g., ectopia lentis and/or
severe myopia, skeletal abnormalities, vascular abnormalities, developmental delay, intellectual
disability, seizures, psychiatric/behavioral manifestations, or extrapyramidal signs).

Continuation of Therapy

Homocystinuria

Authorization of 12 months may be granted for continued treatment in members requesting
reauthorization for homocystinuria when both of the following criteria are met:

o The total homocysteine level is undetectable or present only in small amounts, OR there is a
substantial decrease in homocysteine levels and the dose will be increased until maximum
tolerability or plasma total homocysteine is undetectable or present in only small amounts.

¢ |If the member has CBS deficiency, plasma methionine concentrations will be monitored and
kept below 1,000 micromol/L through dietary modification, and if necessary, a reduction in
dose for the requested medication.

Methylmalonic Acidemia with Homocystinuria3®

Authorization of 12 months may be granted for continued treatment in members requesting
reauthorization for methylmalonic acidemia with homocystinuria who are experiencing benefit from
therapy as evidenced by disease stability or disease improvement (e.g., stability or improvement in clinical
signs and symptoms of disease or homocysteine levels).
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