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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 to prescribers, or require prior authorization for use. 

	
	

	Dosage Forms & Manufacturer:
	Uroxatral (alfuzosin HCl extended-release tablets) 10 mg is available as a round, three-layer tablet: one white layer between two yellow layers, debossed with X10. 
Sanofi-Synthelabo Inc., New York, NY 10016

	
	

	Summary of Findings:
	Uroxatral® is a new 10 mg, once-daily prescription alpha1-blocker that provides effective relief of the signs and symptoms of benign prostatic hyperplasia (BPH).  It joins other alpha 1-blockers already available and does not show any greater efficacy.

	
	

	Status Recommendation:
	 FORMCHECKBOX 
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	 FORMCHECKBOX 
 Clinical Edit
	

	
	
	

	Type of PA Criteria:
	 FORMCHECKBOX 
 Increased Risk of ADE
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 Non-Preferred Agent
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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 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 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

Blockade of adrenoreceptors can cause smooth muscle in the bladder neck and prostate to relax, resulting in an improvement in urine flow and a reduction in symptoms of BPH.  Uroxatral is a new selective antagonist of post-synaptic alpha1-andrenoreceptors used in the treatment of benign prostatic hypertrophy.

Dosage Form(s)1
Uroxatral (alfuzosin HCl extended-release tablets) 10 mg is available as a round, three-layer tablet: one white layer between two yellow layers, debossed with X10.
Manufacturer
Sanofi-Synthelabo Inc., New York, NY 10016
Indication(s)1-3
Uroxatral is indicated for the treatment of benign prostatic hyperplasia.

Clinical Efficacy1-3 (mechanism of action/pharmacology, comparative efficacy)
Uroxatral (alfuzosin HCl extended-release) is a selective antagonist of post-synaptic alpha1-adrenoreceptors, which are located in the prostate, bladder base, bladder neck, prostatic capsule, and prostatic urethra.  Blockade of these adrenoreceptors can cause smooth muscle in the bladder neck and prostate to relax, resulting in an improvement in urine flow and a reduction in symptoms of BPH. 

Pharmacokinetics

	Absorption
	49% under fed conditions

	Maximum Concentration
	8 hours

	Protein Binding
	82% - 90%

	Metabolism
	CYP3A4 principal hepatic isoenzyme

	Half-life
	10 hours


Three randomized placebo-controlled, double-blind, parallel-arm, 12-week studies were conducted with the 10 mg daily dose of alfuzosin. In these three studies, 1,608 patients [mean age 64.2 years, range 49-92 years; Caucasian (96.1%), Black (1.6%), Asian (1.1%), Other (1.2) were randomized and 473 patients received Uroxatral 10 mg daily. Table 1 provides the results of the three studies that evaluated the 10 mg dose. 
There were two primary efficacy variables in these three studies. The International Prostate Symptom Score (IPSS, or AUA Symptom Score) consists of seven questions that assess the severity of both irritative (frequency, urgency, nocturia) and obstructive (incomplete emptying, stopping and starting, weak stream, and pushing or straining) symptoms, with possible scores ranging from 0 to 35. The second efficacy variable was peak urinary flow rate. The peak flow rate was measured just prior to the next dose in study 2 and on average at 16 hours post-dosing in studies 1 and 3. 
There was a statistically significant reduction from baseline to last assessment (Week 12) in the IPSS versus placebo in all three studies, indicating a reduction in symptom severity.

Alfuzosin, Doxazosin, Tamsulosin, and Terazosin have similar efficacy for the treatment of lower urinary tract symptoms suggestive of benign prostatic hyperplasia. Adverse effect profiles may favor Tamsulosin compared with the other agents. Decreases in symptom scores seemed most favorable with Terazosin treatment, while increases in peak flow rates seemed least favorable with Alfuzosin. 

A meta-analysis of alpha-1 adrenoceptor blocker studies showed generally similar results comparing Alfuzosin, Doxazosin, Tamsulosin, and Terazosin for the treatment of benign prostatic hyperplasia. Symptom score improvements may have been slightly better with terazosin than with the other 3 alpha blockers, while improvement in peak flow rates may have been slightly lower with alfuzosin than with the other 3 agents. Only double-blind, placebo-controlled trials were included in the analysis; there were 5 studies related to terazosin, 3 related to doxazosin, and 2 related to alfuzosin; for tamsulosin, 5 studies were included in the peak flow comparison and 4 in the symptom score comparison. 
Contraindications1-3
Uroxatral should not be used in patients with moderate or severe hepatic insufficiency, (Childs-Pugh categories B and C) since alfuzosin blood levels are increased in these patients.  It should not be co-administered with potent CYP3A4 inhibitors such as ketoconazole, itraconazole, and ritonavir, since alfuzosin blood levels are increased.  Uroxatral is contraindicated in patients known to be hypersensitive to alfuzosin hydrochloride or any component of Uroxatral tablets.

Warnings and Precautions1-3
Postural hypotension with or without symptoms (e.g., dizziness) may develop within a few hours following administration of Uroxatral (alfuzosin HCl extended-release tablets). As with other alpha-blockers, there is a potential for syncope. Patients should be warned of the possible occurrence of such events and should avoid situations where injury could result should syncope occur. Care should be taken when Uroxatral is administered to patients with symptomatic hypotension or patients who have had a hypotensive response to other medications.
Prostatic Carcinoma: Carcinoma of the prostate and BPH cause many of the same symptoms. These two diseases frequently coexist. Therefore, patients thought to have BPH should be examined prior to starting therapy with Uroxatral (alfuzosin HCl extended-release tablets) to rule out the presence of carcinoma of the prostate.

Coronary Insufficiency: If symptoms of angina pectoris should newly appear or worsen, Uroxatral should be discontinued.

Hepatic Insufficiency: Uroxatral should not be given to patients with moderate or severe hepatic insufficiency.

Renal insufficiency: Caution should be exercised when Uroxatral is administered in patients with severe renal insufficiency.

Patients with Congenital or Acquired QT Prolongation: In a study of QT effect in 45 healthy males, the QT effect appeared less with alfuzosin 10 mg than with 40 mg, and the effect of alfuzosin 40 mg did not appear as large as that of the active control moxifloxacin at its therapeutic dose.
Adverse Effects1-3

The most common adverse reactions are dizziness, fatigue, headache, vertigo, abdominal pain, constipation, dyspepsia, nausea, bronchitis, pharyngitis, sinusitis, and upper respiratory tract infections.  The most serious adverse reactions are chest pain, hypotension, tachycardia and priapism (rare).  

	Adverse Event
	Placebo
(n=678)
	Uroxatral
(n=473)

	Dizziness  
	19 (2.8%)
	27 (5.7%)

	Upper respiratory tract infection
	 4 (0.6%)
	14 (3.0%)

	Headache
	12 (1.8%)
	 14 (3.0%)

	Fatigue
	12 (1.8%) 
	  13 (2.7%) 


The following adverse events, reported by between 1% and 2% of patients receiving Uroxatral and occurring more frequently than with placebo, are listed alphabetically by body system and by decreasing frequency within body system: 
Body as a whole: pain 
Gastrointestinal system: abdominal pain, dyspepsia, constipation, nausea 
Reproductive system: impotence 
Respiratory system: bronchitis, sinusitis, pharyngitis 
The following adverse events have also been reported in postmarketing experience: rash, tachycardia, chest pain, priapism. 
Signs and Symptoms of Orthostasis in Clinical Studies: The adverse events related to orthostasis that occurred in the double-blind phase 3 studies with alfuzosin 10 mg are summarized in the following table. Approximately 20% to 30% of patients in these studies were taking antihypertensive medication. 

	Number (%) of Patients with Symptoms
Possibly Associated with Orthostasis in 3-Month
Placebo-Controlled Clinical Studies 

	Symptoms
	Placebo
(n=678)
	Uroxatral
(n=473)

	Dizziness  
	19 (2.8%)
	27 (5.7%)

	Hypotension or postural hypotension
	0
	2 (0.4%)

	Syncope
	0
	1 (0.2%)


Multiple testing for blood pressure changes or orthostatic hypotension was conducted in the three controlled studies at each scheduled clinic visit (Days 14, 28, 56, and 84). Patients with a decrease in systolic blood pressure of >20 mm Hg after 2 minutes standing following being supine were excluded from the three trials. These tests were considered positive for blood pressure decrease if (1) supine systolic blood pressure was < 90 mm Hg, with a decrease >20 mm Hg versus baseline, and/or (2) supine diastolic blood pressure was < 50 mm Hg, with a decrease >15 mm Hg versus baseline. The tests were considered positive for orthostatic hypotension if there was a decrease in systolic blood pressure of >20 mm Hg upon standing from the supine position during the orthostatic tests. According to these definitions, decreased systolic blood pressure was observed in none of the 674 placebo patients and 1 (0.2%) of the 469 Uroxatral patients. Decreased diastolic blood pressure was observed in 3 (0.4%) of the placebo patients and in 4 (0.9%) of the Uroxatral patients. A positive orthostatic test was seen in 52 (7.7%) of placebo patients and in 31 (6.6%) of the Uroxatral patients. 
No vital sign measurements were obtained following first dose administration in the phase 3 studies, except for a subset of patients in study 1 who had blood pressure measurements 12 to 16 hours after the first dose to assess the potential to produce orthostatic hypotension. None of these 35 Uroxatral treated patients showed a positive test for systolic, diastolic or orthostatic blood pressure change.
Drug Interactions1-3
There is fair documentation for the potential of a drug-drug interaction occurring with the following: beta-adrenergic blockers, diltiazem, itraconazole, ketoconazole, licorice, ma huang, ritonavir, tadalafil, vardenafil and yohimbine.

There is poor documentation for the potential of a drug-drug interaction occurring with the following: amiodarone, amprenavir, aprepitant, cimetidine, clarithromycin, cyclosporine, dalfopristin, delavirdine, digoxin, efavirenz, erythromycin, erythromycin/Sulfisoxazole, hydrochlorothiazide, imatinib, indinavir, nefazodone, nelfinavir, oxilofrine, quinupristin, saquinavir, voriconazole and warfarin.

The pharmacokinetic and pharmacodynamic interactions between Uroxatral and other alpha-blockers have not been determined. However, interactions may be expected, and Uroxatral should not be used in combination with other alpha-blockers.

In human liver microsomes, at concentrations that are achieved at the therapeutic dose, alfuzosin did not inhibit CYP1A2, 2A6, 2C9, 2C19, 2D6 or 3A4 isoenzymes. In primary culture of human hepatocytes, alfuzosin did not induce CYP1A, 2A6 or 3A4 isoenzymes.

Dosage and Administration1
The recommended dosage is one 10 mg Uroxatral (alfuzosin HCl extended-release tablets) tablet daily to be taken immediately after the same meal each day. The tablets should not be chewed or crushed.
Cost Comparison4 (at commonly used dosages)

	DRUG
	Dose
	COST (AWP)

	Uroxatral (alfuzosin)
	10mg daily
	$1.8625

	Flomax (tamsulosin)
	0.4mg daily
	$2.0726

	Cardura (doxazosin)
	8mg daily
	$1.3765

	Hytrin (terazosin)
	10mg daily
	$2.1838

	Proscar (finasteride)
	5 mg daily
	$2.8750


Conclusion

Uroxatral® is a new 10 mg, once-daily prescription alpha1-blocker that provides effective relief of the signs and symptoms of benign prostatic hyperplasia (BPH).  It joins other alpha 1-blockers already available and does not show any greater efficacy.

Recommendation

It is recommended that Uroxatral be given open access status.
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