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Executive Summary 

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

	
	

	
	

	Dosage Forms & Manufacturer:
	Each soft-gel capsule contains 0.5 mg of dutaseride/ GlaxoSmithKline, Research Triangle Park, NC 27709.

	
	

	
	

	Summary of Findings: 
	It is recommended that Avodart( 0.5 mg be removed from prior authorization approval status and classified as ‘Open Access’.
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Purpose

The purpose of this monograph is to provide an extensive review of new therapy to determine whether the reviewed drug should be considered a prior authorization drug or not (open access). 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 o f 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.

Introduction1-3
Avodart( is a 5(-reductase inhibitor used for the treatment of benign prostatic hyperplasia (BPH).  A number of other medical options are available for the treatment of BPH, a problem found in more than 50% of men over 60 years of age, and in 80% of men over 80 years of age. These include non-selective alpha1-blockers  [(doxazosin (Cardura(), prazosin (Minipres(), terazosin (Hytrin()] and a selective alpha1-blocker [tamsulosin (Flomax() ]. The other marketed 5(-reductase inhibitor is finasteride (Proscar(). 

The 5(-reductase inhibitors can help decrease the size of the prostate while the alpha1-blockers can help relieve symptoms such as incomplete emptying of the bladder, frequency, urgency, weak stream, straining, and nocturia. Some patients benefit from combination therapy.

Dosage Form1
Each soft-gel capsule contains:

· Dutaseride………………..0.5 mg

Manufacturer 1
Manufactured by:
GlaxoSmithKline, Research Triangle Park, NC 27709.

Indications 1
Avodart( 0.5 mg is indicated for the treatment of symptomatic BPH in men with an enlarged prostate.

Clinical Efficacy (mechanism of action/pharmacology, comparative efficacy) 1,4-6
Avodart( is a synthetic type 1 (found in skin and liver) and type 2 (found in prostate) 5(-reductase inhibitor. It blocks the conversion of testosterone to dihydrotestosterone (DHT) by binding to and inhibiting 5(-reductase.   DHT  is believed to play  a major role in the stimulation of prostate growth. Avodart( differs from Proscar( in that the latter only inhibits type 2 5(-reductase. Thus, there is potential continued prostate enlargement with Proscar(.

Avodart( decreases circulating DHT; after 2 weeks reductions up to 90% have been observed.  Avodart( has not been compared to any other BPH-treatment drug in humans, although in animal studies Avodart( was more effective than Proscar( in lowering DHT levels.
Avodart( was evaluated in males with BPH in three 2-year placebo-controlled, double-blind, multicenter studies.  In a pooled analysis of over 4000 patients, compared to the placebo-treated patients, Avodart( increased urinary flow within one month, decreased symptoms of obstruction within 6 months, and after 24 months, had decreased prostate size by 25% and decreased the risk of acute urinary retention or surgical intervention by about 50%.

Contraindications1
Avodart ( is contraindicated in those with known hypersensitivity. It is also contraindicated in women and children.

Adverse Effects1
The most frequently observed adverse effects with Avodart ( were impotence (4.7%), decreased libido (3%), ejaculation disorders (e.g., decrease in volume) (1.4%), breast tenderness, and breast enlargement (0.5%). Most of these effects tended to decrease over time.

Avodart ( may inhibit development of the exterior genitalia of a male fetus; therefore, pregnant women should not come into contact with the drug as it can be absorbed through the skin.  Men taking Avodart ( should not donate blood and should wait until at least 6 months after drug discontinuation in order to avoid donating blood to pregnant women.

Drug/Laboratory Test Interactions1
Avodart ( is metabolized by the CYP3A4 isoenzyme. Clearance of Avodart ( was decreased by coadministration with verapamil and diltiazem, although this was not clinically significant. No other studies with CYP3A4 inhibitors have been performed with Avodart (. 

No drug interactions were observed when Avodart ( was coadministered with digoxin, warfarin, tamsulosin, terazosin, or cholestyramine.

Avodart ( decreases serum concentrations of prostate specific antigen by about 50%, increases testosterone levels, and increases thyroid stimulating hormone levels.
Dosage and Administration1
The recommended dose of Avodart ( is 1 capsule (0.5 mg) taken once daily. Avodart ( may be given with or without food.

No dosage adjustment is needed for those with renal impairment. No data are available in patients with hepatic impairment.

Use in Other Populations1
Pregnancy: Pregnancy Category X.

Nursing Mothers: It is not known if Avodart ( is excreted in human breast milk.

Pediatric Use: Contraindicated.

Geriatric Use: The majority of the clinically evaluated men were age 60 and older.

Cost Comparison7
The average wholesale price of Avodart ( 0.5 mg is $2.50 per unit.  The comparative drug is Merck’s Proscar( 5 mg; the AWP of this agent is $2.72.

Conclusion

Avodart( is a (-reductase inhibitor, used for the treatment of BPH. Avodart( is the first type 1 and type 2 5(-reductase inhibitor, while Proscar( only inhibits type 2 5(-reductase.  Some patients may get superior efficacy with Avodart(. Of note, for both drugs, a treatment period of 6 months is needed to completely evaluate their effectiveness.

Avodart( may be used alone to treat BPH, or in combination with alpha1-blockers. Avodart( can help decrease prostate size, while the alpha1-blockers are used to target symptoms.

Recommendation

It is recommended that Avodart( 0.5 mg be removed from prior authorization approval status and classified  as ‘Open Access’.
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