[image: image1.jpg]



2

Drug Monograph

	Drug/Drug Class:
	Zavesca (Miglustat) capsule / Glucosylceramide synthetase enzyme inhibitor

	
	

	Prepared for:
	Missouri Medicaid

	Prepared by:
	Heritage Information Systems, Inc.


 FORMCHECKBOX 
 New Criteria


 FORMCHECKBOX 
 Revision of Existing Criteria

Executive Summary 

	Purpose:
	The purpose of this monograph is to provide a review of new therapy to determine whether the reviewed drug should be made available on an open access basis to prescribers, require a clinical edit or require prior authorization for use. 

	
	

	Dosage Forms & Manufacturer:
	Each Zavesca capsule contains 100mg of Miglustat.
Galen Limited for Actelion Pharmaceuticals, Inc., South San Francisco, CA 94080

	
	

	Summary of Findings:
	Zavesca is the first and only oral substrate reduction therapy.  It reduces liver and spleen volume and increases hemoglobin concentration and platelet count.  It may be taken with or without food.  It is intended to be prescribed by physicians knowledgeable in the management of Gaucher disease and it is for adults with mild to moderate type 1 Gaucher disease for whom enzyme replacement therapy is not an option.

	
	

	Status Recommendation:
	 FORMCHECKBOX 
 Prior Authorization (PA) Required

 FORMCHECKBOX 
 Clinical Edit
	 FORMCHECKBOX 
 Open Access

	
	
	

	Type of Criteria:
	 FORMCHECKBOX 
 Increased Risk of ADE
	 FORMCHECKBOX 
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 PA Not Required


Purpose

The purpose of this monograph is to provide a review of new therapy to determine whether the reviewed drug should be considered a prior authorization drug, a clinical edit drug or an open access drug. While prescription expenditures are increasing at double-digit rates, payors are evaluating ways to control these costs by influencing prescriber behavior and guide appropriate medication usage. This review will assist in the achievement of qualitative and economic goals related to health care resource utilization. Restricting the use of certain medications can reduce costs by requiring documentation of appropriate indications for use, and where appropriate, encourage the use of less expensive agents within a drug class.

Introduction
Type 1 Gaucher disease is an inherited disease in which an individual is missing an enzyme that breaks down a chemical in the body called glucosylceramide.  An excess of glycosyceramide causes liver and spleen enlargement, changes in the blood and bone disease.  Zavesca is an alternative treatment for adult patients with mild to moderate type 1 Gaucher disease who cannot be treated with enzyme replacement therapy.
Dosage Form(s)1
Zavesca is supplied in hard gelatin capsules containing 100 mg. Miglustat.  They are packed in blister cards containing 18 capsules and there are 5 blister cards in each carton. 

Manufacturer
Galen Limited for Actelion Pharmaceuticals US, Inc., South San Francisco, CA 94080
Indication(s)1
Zavesca is indicated for the treatment of adult patients with mild to moderate type 1 Gaucher disease for whom enzyme replacement therapy is not a therapeutic option (e.g., due to constraints such as allergy, hypersensitivity, or poor venous access).
Clinical Efficacy1-3 (mechanism of action/pharmacology, comparative efficacy)
Miglustat functions as a competitive and reversible inhibitor of the enzyme glucosylceramide synthetase, the initial enzyme in a series of reactions which results in the synthesis of most glycosphingolipids.  The goal of treatment with Zavesca is to reduce the rate of glycosphingolipid biosynthesis so that the amount of glycosphingolipid substrate is reduced to a level which allows the residual activity of the deficient glucocerebrosidase enzyme to be more effective (substrate reduction therapy).  In clinical trials, Zavesca improved liver and spleen volume, as well as hemoglobin concentration and platelet count.

	
	Time to Peak Plasma Concentration
	Elimination Half-Life
	Protein Binding
	Metabolism

	Zavesca
	2.25 hours
	6-7 hours
	0%
	None


Miglustat should be considered an alternative to enzyme replacement therapy with beta-glucocerebrosidase (i.e., alglucerase or imiglucerase) in patients with confirmed nonneuronopathic Gaucher's disease. Patients unwilling to continue intravenous infusions of enzyme or those unable to receive infusions due to non-insured costs (rising to $150,000 annually in some cases) or other factors (e.g., poor intravenous access) would be likely candidates. Cost of enzyme therapy is a major consideration in some countries. However, miglustat appears less effective than enzyme infusions (particularly with respect to hematologic response), and may not be associated with clinically-relevant benefit in some patients; the main goal of miglustat therapy, a significant reduction in stores of glucocerebroside (glucosylceramide), has not been addressed in available published clinical studies. As the primary studies in these patients were uncontrolled, some benefits reported may have occurred in the absence of therapy. Although controlled studies in type 1 Gaucher's disease are difficult to perform, an additional study at least investigating effects of the drug on tissue or plasma glucocerebroside appears warranted.

Contraindications1-3
Zavesca should not be administered to patients with known hypersensitivity to the active substance or any of the excipients.  Zavesca is contraindicated in women who are or may become pregnant.

Warnings and Precautions1-3
· Neuronopathic forms of Gaucher's disease (no clinical experience with miglustat) 

· Concomitant use with imiglucerase (Cerezyme(R)) replacement therapy 

· Dehydration or electrolyte abnormalities (potential exacerbation related to miglustat diarrhea) 

· May decrease spermatogenesis and alter sperm morphology 

· Patients with diarrhea (especially those with severe diarrhea) or other GI disturbances (potential exacerbation) 

· Peripheral neuropathy, tremor (possible exacerbation) 

· Severe renal impairment (miglustat not recommended) 

Adverse Effects1-3
	Adverse Reactions in ≥ 5% of Patients in Two Trials of Miglustat (%)

	Adverse Reaction
	Study 1 (starting dose 100 mg 3 times/day) (N=28)
	Study 2 (50 mg 3 times/day) (N=18)

	CNS
	
	

	Headache
	21
	22

	Tremor
	11
	11

	Paresthesia
	7
	0

	Cramps (legs)
	4
	11

	Dizziness
	0
	11

	Migraine
	0
	6

	GI
	
	

	Diarrhea
	89
	89

	Flatulence
	29
	44

	Abdominal Pain
	18
	50

	Nausea
	14
	22

	Anorexia
	7
	0

	Dyspepsia
	7
	0

	Vomiting
	4
	11

	Bloating
	0
	6

	Epigastric pain (not food related)
	0
	6

	Miscellaneous
	
	

	Weight decrease
	39
	67

	Thrombocytopenia
	7
	6

	Visual disturbance
	0
	17

	Cramps
	0
	11

	Menstrual disorder
	0
	6


	Adverse Reactions in ≥ 5% of Patients in Controlled Study (%)

	Adverse Reaction
	Miglustat alone (N=12)
	Cerezyme alone (N=12)
	Miglustat plus cerezyme (N=12)

	CNS
	
	
	

	Tremor
	17
	0
	33

	Dizziness
	8
	0
	25

	Cramps (legs)
	8
	0
	0

	Gait unsteady
	8
	0
	0

	Memory loss
	8
	0
	0

	Numbness localized
	0
	0
	8

	Shaking
	0
	0
	8

	Appetite absent
	0
	0
	8

	Jitteriness
	0
	0
	8

	GI
	
	
	

	Diarrhea
	100
	0
	83

	Abdominal pain
	67
	0
	58

	Flatulence
	50
	0
	42

	Constipation
	8
	0
	8

	Abdominal distension
	8
	0
	8

	Nausea
	8
	0
	8

	Dry mouth
	8
	0
	0

	Abdominal distension (gaseous)
	8
	0
	0

	Special Senses
	
	
	

	Eye Abnormality
	0
	0
	8

	Visual disturbance
	0
	0
	8

	Miscellaneous
	
	
	

	Weight decrease
	67
	0
	42

	Generalized weakness
	17
	0
	8

	Back pain
	8
	0
	0

	Heaviness in limbs
	8
	0
	0

	Pain
	0
	8
	8

	Chills
	0
	0
	8

	Influenza-like symptoms
	0
	0
	8

	Pain (legs)
	0
	0
	8

	Menstrual irregularity
	0
	0
	8


Drug Interactions1-3
While co-administration of Zavesca appeared to increase the clearance of Cerezyme by 70%, these results are not conclusive because of the small number of subjects studied and because patients took variable doses of Cerezyme.  Combination therapy with Cerezyme and Zavesca is not indicated.
Dosage and Administration1-3

Therapy should be directed by physicians who are knowledgeable in the management of Gaucher disease.  The recommended dose for the treatment of adult patients with type 1 Gaucher disease is one 100 mg capsule administered orally three times a day at regular intervals.  It may be necessary to reduce the dose to one 100 mg capsule once or twice a day in some patients for adverse effects, such as diarrhea or tremor.  

Cost Comparison4 (at commonly used dosages)

Zavesca is $103.75 per 100 mg capsule AWP.  Typical monthly usage of 100 mg three times a day yields a monthly cost of $9387.50 AWP.

Conclusion

Zavesca is the first and only oral substrate reduction therapy.  It reduces liver and spleen volume and increases hemoglobin concentration and platelet count.  It may be taken with or without food.  It is intended to be prescribed by physicians knowledgeable in the management of Gaucher disease and it is for adults with mild to moderate type 1 Gaucher disease for whom enzyme replacement therapy is not an option.
Recommendation

The Division recommends that Zavesca be given open access status. 
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