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Drug Monograph

	Drug/Drug Class:
	Somavert® Vial Kit (10 mg, 15 mg & 20 mg)
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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, apply clinical edit or require prior authorization for use. 

	
	

	
	

	Dosage Forms & Manufacturer:
	10, 15 or 20mg single-dose vials of pegvisomant protein powder for reconstitution.

Manufactured by Abbott Laboratories for Pharmacia & Upjohn Company.

	
	

	
	

	Summary of Findings:
	Somavert® represents a new treatment option for acromegaly.  Efficacy results from a short-term, 12 week study are promising.  Long-term studies are needed to confirm the safety of this new therapy.  

	
	

	
	

	Status Recommendation:
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	Type of PA Criteria:
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 Increased Risk of ADE
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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, apply clinical edit or require prior authorization for use.  While prescription expenditures are increasing at double-digit rates, payors are evaluating ways to control these costs by influencing prescriber behavior and guiding 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.

Introduction1-2
Acromegaly is the clinical manifestation of hypersecretion of growth hormone.  Nearly all cases are caused by pituitary adenomas.  Excessive growth hormone results in overgrowth of most tissues including thickening of the skin, soft tissue, bones of the hands and feet, and visceral enlargement.  Acromegaly is associated with increased mortality, including cardiovascular, cancer and all causes.  Most patients are treated by surgical removal of the adenoma, followed by radiation therapy, and medical therapies if necessary.  However, surgery may not be effective for some patients.  Medication options have traditionally included dopamine agonists (bromocriptine and cabergoline) and somatostatin analogues (octreotide).  The somatostatin analogues are more effective, have fewer side effects, and are generally the treatment of choice for persistent acromegaly.  However, these agents may also have undesirable effects such as inhibition of the secretion of insulin and glucagon and may cause cholelithiasis.  Pegvisomant represents a new class of agents for the treatment of acromegaly.

Dosage Form(s)

Single-dose glass vials containing pegvisomant protein as a lyophilized powder.  Each package also contains a single-dose vial of sterile water for reconstitution.  Three different strengths are available:  10 mg, 15 mg or 20mg pegvisomant protein per vial.

Manufacturer

Manufactured by Abbott Laboratories for Pharmacia & Upjohn Company.

Indication(s)

Somavert® is indicated for the treatment of acromegaly in patients who have had an inadequate response to surgery and/or radiation therapy and/or other medical therapies, or for whom these therapies are not appropriate.3  

Clinical Efficacy (mechanism of action/pharmacology, comparative efficacy)
Pegvisomant is an analog of human growth hormone (GH), developed from recombinant DNA origin that has been structurally altered to act as an antagonist at GH receptors.  Pegvisomant selectively binds to GH receptors on cell surfaces to prevent binding of endogenous GH.  Inhibition of GH activity results in decreased serum concentrations of insulin-like growth factor-I (IGF-I) and other GH-responsive proteins.3  

A 12 week, double-blind, placebo controlled study was performed in 112 patients with acromegaly.2  Three different doses of pegvisomant were compared to placebo: 10 mg, 15 mg or 20 mg administered subcutaneously once daily.  Serum IGF-I concentrations were significantly reduced in all pegvisomant groups as compared to placebo at the end of the 12 week study.  Additionally, 82% of the 20 mg pegvisomant group patients had serum IGF-I values within in the normal range at week 12.  Mean scores for the following signs and symptoms were significantly reduced as compared to placebo:  soft-tissue swelling, excessive perspiration, fatigue and the total score.  

No change in tumor volume was noted as compared to placebo.  Significant increases in serum growth hormone levels were found in patients receiving pegvisomant.  Long-term studies are needed to determine what, if any, negative effects may be seen on tumor growth or with the increased levels of growth hormone noted in this short-term study.

	Selected Measures of Efficacy and Safety in a 12 Week, Double-Blind, Placebo Controlled Study

	Variable
	Placebo
	Pegvisomant

	
	
	10 mg/day
	15 mg/day
	20 mg/day

	Percentage change in serum IGF-I from baseline at week 12
	-4.0 +16.8
	-26.7 + 27.9

p<0.001†
	-50.1 + 26.7

p<0.001
	-62.5 + 21.3

p<0.001

	Percentage of patients with normal serum IGF-I levels at week 12
	10
	38

p=0.02
	75

p<0.001
	82

p<0.001

	Change in score for soft-tissue swelling at 12 weeks
	+0.3 + 2.3


	-0.7 + 1.6

P=0.12
	-1.2 + 2.3

P=0.05
	-1.3 + 1.3

p<0.001

	Change in score for excessive perspiration at 12 weeks
	+0.1 + 1.7


	-0.6 + 1.6

P=0.21
	-1.1 + 1.3

p=0.003
	-1.7 + 1.6

p<0.001

	Change in score for fatigue at 12 weeks
	+0.7 + 1.5
	-0.5 + 1.4

p=0.03
	-1.3 + 1.7

p<0.001
	-1.0 + 1.6

p<0.001

	Change in total score at 12 weeks
	+1.3 + 6.0
	-2.5 + 4.3

p=0.02
	-4.4 + 5.9

p=0.004
	-4.7 + 4.7

p<0.001

	
	
	
	
	

	Change in serum growth hormone from baseline at week 12 (ng/mL)
	-0.8 + 5.0
	2.7 + 5.5

p=0.08
	9.2 + 10.6

p<0.001
	14.4 + 21.2

p<0.001


†All p-values are compared to placebo

Adverse Effects3
Somavert® is contraindicated in anyone with a history of hypersensitivity to any of its components.  Patients with latex allergy should also be aware that the vial stopper contains latex.

Elevations of liver function tests have been noted during pre-marketing clinical trials with Somavert®.  The prescribing information provides in-depth recommendations for monitoring liver tests during therapy based on baseline lab values, as well as recommendations for continuing or stopping therapy if liver tests become elevated during therapy.  The table below summarizes these recommendations:

	Initiation of Treatment with Somavert® Based on Liver Tests (LTs)

	Baseline LT Results
	Recommendation

	LTs normal
	Monitor LTs monthly X 6 months, then quarterly X 6 months, then biannually for next year 

	LTs > normal, but <3 X ULN
	Monitor LTs monthly X 1 year, then biannually for next year

	LTs > 3 X ULN
	Do not treat with Somavert® until a comprehensive workup establishes the cause of the hepatic dysfunction.  Determine if cholelithiasis or choledocholithiasis is present.  If the decision is made to treat with Somavert®, monitor LTs very closely

	Continuation of Somavert ® Therapy Based on Liver Tests

	LT Levels & Clinical Signs/Symptoms
	Recommendation

	LTs > 3 X ULN but <5 X ULN

No signs or symptoms
	May continue Somavert®, but monitor LTs weekly.  Perform comprehensive work up for other causes of hepatic dysfunction.

	LTs >5 X ULN or
Transaminases >3 X ULN plus increase in serum TBIL
	Discontinue Somavert®  immediately.  Perform comprehensive work up to determine if and when levels return to normal.  If LTs normalize, may consider cautious reinitiation of Somavert®  with frequent LT monitoring.

	Signs or symptoms of hepatitis or other liver injury
	Immediately perform a comprehensive hepatic work up.  If liver injury is confirmed, discontinue the drug.


  Adapted from Somavert® prescribing information, Tables 3 & 4.

The most frequently reported adverse events occurring in a 12 week clinical trial in patients with acromegaly (and occurring at an increased incidence as compared to placebo) are listed in the table below.

	Event
	Placebo (%)
	Somavert 

10 mg (%)
	Somavert 

15 mg (%)
	Somavert 

20 mg (%)

	Body as a Whole

	Infection
	6
	6
	0
	0

	Pain
	6
	8
	4
	14

	Injection Site Reaction
	0
	8
	4
	11

	Accidental Injury
	3
	8
	4
	0

	Back Pain
	3
	8
	0
	4

	Flu Syndrome
	0
	4
	12
	7

	Chest Pain
	0
	4
	8
	0

	Digestive

	Abnormal Liver Function Tests
	3
	12
	4
	4

	Diarrhea
	3
	4
	0
	14

	Nausea
	3
	0
	8
	14

	Nervous

	Dizziness
	6
	8
	4
	4

	Paresthesia
	6
	0
	0
	7

	Metabolic & Nutritional Disorders

	Peripheral Edema
	0
	8
	0
	4

	Cardiovascular

	Hypertension
	0
	0
	8
	0

	Respiratory

	Sinusitis
	3
	8
	0
	4


Adapted from Somavert®  prescribing information, Table 5.

Additionally, in pre-marketing clinical trials, 17% of patients developed anti-GH antibodies.  These antibodies were low-titer, non-neutralizing, and did not appear to affect therapy, but the long term significance of this finding is unknown.

Drug Interactions3
Patients receiving concomitant opioid therapy may require higher pegvisomant serum concentrations to achieve appropriate IGF-1 suppression as compared to patients not receiving opioid therapy (mechanism unknown).

Diabetic patients being treated with insulin or oral hypoglycemics, who are also acromegalic, may require diabetic medication dose reductions once Somavert® therapy is initiated.

Dosage and Administration3
Loading Dose:  


40 mg subcutaneously

Initial Maintenance Dose:  
10 mg subcutaneously daily

Dose Adjustment:  
Serum IGF-I levels should be measured every 4-6 weeks; the Somavert ® dose may be increased or decreased in 5 mg increments to achieve goal IGF-I levels within the age-adjusted normal range. 

Maximum Dose:  

30 mg subcutaneously daily

Each vial of lyophilized powder must be reconstituted with 1 mL of the provided diluent (sterile water) and used within 6 hours of reconstitution. 

Cost Comparison (at commonly used dosages)

	DRUG
	DOSING FREQUENCY
	AWP PER MONTH† ($)

	Somavert® 10 mg vial kit
	Once daily 

(subcutaneously)
	2,700

	Somavert® 20 mg vial kit
	
	4,050

	Somavert® 30 mg vial kit
	
	5,400

	
	
	

	Sandostatin LAR® Depot 10 mg kit
	Once every four weeks4 (intramuscularly)
	1,626

	Sandostatin LAR® Depot 20 mg kit
	
	1,867

	Sandostatin LAR® Depot 30 mg kit
	
	2,510


†Average wholesale price for Somavert® obtained from: Cohen HE, editor. 2003 Drug Topics( Red Book(. Pharmacy’s Fundamental Reference(.  June 2003 Update. Montvale (NJ): Medical Economics Co.;2003.  AWP for Sandostatin LAR® Depot kits obtained from Novartis customer service representative, 6/3/03.  Costs rounded to the nearest dollar.

Conclusion

Somavert® represents a new treatment option for acromegaly.  Efficacy results from a short-term, 12 week study are promising.  Long-term studies are needed to confirm the safety of this new therapy.  

Recommendation(s)

Somavert® should be available via open access.
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