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Drug Monograph

	Drug/Drug Class:
	Rapaflo (Silodosin) Capsules / Alpha Adrenergic Blocking Agent

	
	

	Prepared for:
	MO HealthNet

	Prepared by:
	ACS - Heritage Information Systems, Inc.
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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, require a clinical edit or require prior authorization for use. 

	
	

	Dosage Forms & Manufacturer:
	Each Rapaflo 4 mg capsule contains 4 mg of Silodosin and each Rapaflo 8 mg capsule contains 8 mg of Silodosin. 
Watson Pharmaceuticals, Inc., Corona, CA 92880

	
	

	Summary of Findings:
	Rapaflo is a selective alpha-1A adrenoreceptor antagonist that has demonstrated efficacy in the once-daily treatment of signs and symptoms of Benign Prostatic Hyperplasia (BPH).  Rapaflo appears to be similar in efficacy to tamsulosin to treat the signs and symptoms of BPH, but until more information is available, comparative cost will be an important factor in product selection. 

	
	

	Status Recommendation:
	 FORMCHECKBOX 
 Prior Authorization (PA) Required

 FORMCHECKBOX 
 Clinical Edit
	 FORMCHECKBOX 
 Open Access

 FORMCHECKBOX 
 PDL Product

	
	
	

	Type of PA Criteria:
	 FORMCHECKBOX 
 Increased Risk of ADE

 FORMCHECKBOX 
 Dose Optimization
	 FORMCHECKBOX 
 Preferred Agent
 FORMCHECKBOX 
 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
BPH is the most common benign neoplasm in American males, afflicting an estimated 20-30 million men over the age of 50.  Patients with moderate to severe symptoms of BPH experience obstructive voiding symptoms including decreased force of urinary stream, urinary hesitancy, straining to void, incomplete bladder emptying, urinary dribbling, or urinary stream intermittency.  They may also complain of irritative voiding symptoms such as urinary urgency, clothes or bedwetting, dysuria, increased daytime urinary frequency, and nocturia.  By age 50, roughly 50% of all men suffer from BPH and by age 80, that number jumps to 75%.
Dosage Form(s) 1
Each 4 mg capsule of Rapaflo contains 4 mg of Silodosin and each 8 mg capsule of Rapaflo contains 8 mg of Silodosin.
Manufacturer
Watson Pharmaceuticals, Inc., Corona, CA 92880
Indication(s) 1
Rapaflo is indicated for the treatment of the signs and symptoms of benign prostatic hyperplasia.
Clinical Efficacy1-6 (mechanism of action/pharmacology, comparative efficacy)
Rapaflo is a selective antagonist of post-synaptic alpha-1A adrenoreceptors, which are located in the human prostate, bladder base, bladder neck, prostatic capsule, and prostatic urethra.  Treatment with alpha-1 blockers inhibits smooth muscle contraction and decreases muscle tone in the bladder neck and prostatic urethra, which reduces urethral pressure and resistance, and thereby reduces bladder outlet obstruction, resulting in an improvement in urine flow and a reduction in symptoms of BPH.
	
	RAPAFLO

	Protein binding
	97%

	Volume of distribution
	49.5 L

	Metabolism
	Extensive in liver via glucuronidation, alcohol and aldehyde dehydrogenase, and CYP3A4 pathways.

	Excretion
	Feces (54.9%),      Urine (33.5%)

	Half-life
	13.3 hours


The approval of Rapaflo was primarily based upon data from two 12-week, randomized, double-blind, placebo-controlled clinical trials involving 923 patients with BPH.  The primary efficacy assessment was the International Prostate Symptom Score (IPSS) which evaluated irritative (frequency, urgency, and nocturia) and obstructive (hesitancy, incomplete emptying, intermittency, and weak-stream) symptoms, with maximum urine flow rate as a secondary efficacy measure.  Results from these studies showed that treatment with Rapaflo produced a significant improvement in BPH symptoms and urinary flow rates compared to placebo.  Rapaflo appears to be similar in efficacy to tamsulosin, but comparative clinical trials with other alpha-blockers used to treat BPH are not available.
Clinical Studies

BENIGN PROSTATIC HYPERPLASIA
	Design
	Two multicenter 12-week, randomized, double-blind, placebo-controlled clinical trials (n=923).

	Inclusion Criteria
	Patients with BPH.

	Exclusion Criteria
	Not specified.

	Treatment Regimen
	Patients were randomized to treatment with Rapaflo 8 mg daily or placebo.

	Results
	Mean changes from baseline to Week 12 in total IPSS score were -6.5 and -6.3 for patients receiving Rapaflo compared to -3.6 and -3.4 for patients receiving placebo in Studies 1 and 2, respectively (p < 0.0001). Mean changes from baseline to Week 12 in maximum urinary flow rate (mL/sec) were 2.2 and 2.9 for patients receiving Rapaflo compared to 1.2 and 1.9 for patients receiving placebo in Studies 1 and 2, respectively (p = 0.0431). 

	Safety
	The most common adverse effect of Rapaflo was retrograde ejaculation.


Contraindications1
· Patients with severe renal impairment (creatinine clearance < 30 mL/min).
· Patients with severe hepatic impairment (Child-Pugh score >=10).

· Concomitant administration with strong cytochrome P450 3A4 (CYP3A4) inhibitors (e.g., ketoconazole, clarithromycin, itraconazole, ritonavir).
Warnings and Precautions1
· Postural hypotension, with or without symptoms (e.g., dizziness), may develop when beginning Rapaflo treatment.
· In patients with moderate renal impairment, Rapaflo dose should be reduced to 4 mg once daily.

· Examin patients thought to have BPH prior to starting therapy with Rapaflo to rule out the presence of carcinoma of the prostate.

· Inform patients planning cataract surgery to notify their opthalmologist that they are taking Rapaflo because of the possibility of Intraoperative Floppy Iris Syndrome (IFIS).

· Should not be prescribed for patients with severe hepatic impairment.

· Should not be used in combination with other alpha-blockers.
Adverse Effects1
	Most common, >=2%
	Rapaflo
	Placebo

	Retrograde ejaculation
	28.1%
	0.9%

	Dizziness
	3.2%
	1.1%

	Diarrhea
	2.6%
	1.3%

	Orthostatic hypotension
	2.6%
	1.5%

	Headache
	2.4%
	0.9%

	Nasopharyngitis
	2.4%
	2.2%

	Nasal congestion
	2.1%
	0.2%


Drug Interactions1
· Moderate and strong CYP3A4 inhibitors
· Strong P-glycoprotein (P-gp) inhibitors

· Alpha-blockers

· Antihypertensives
Dosage and Administration1

USUAL DOSE  Give 8 mg once daily with a meal.    
Note:  For patients with moderate renal impairment (creatinine clearance 30-50 mL/min) the recommended dose is 4 mg once daily with a meal.
Costs (at commonly used dosages)

COST (WAC)*

	GENERIC NAME
	BRAND NAME
	EXTENDED RELEASE DOSE FORM
	DOSE
	COST / MONTH

	Sildosin
	Rapaflo
	4 mg capsules
	1 capsule daily
	$88.88

	Sildosin
	Rapaflo
	8 mg capsules
	1 capsule daily
	$88.88

	Alfuzosin
	Uroxatral
	10 mg tablets
	1 tablet daily
	$88.80

	Doxazosin
	Cardura XL
	4 mg tablets
	1 tablet daily
	$43.60

	Doxazosin
	Cardura XL
	8 mg tablets
	1 tablet daily
	$43.60


*Wholesale Acquisition Cost (WAC)
Conclusion

Rapaflo is a selective alpha-1A adrenoreceptor antagonist that has demonstrated efficacy in the once-daily treatment of signs and symptoms of BPH.  Rapaflo appears to be similar in efficacy to tamsulosin to treat the signs and symptoms of BPH, but until more information is available, comparative cost will be an important factor in product selection. 
Recommendation

MO HealthNet Division recommends Open Access status for this product.
 References
1. Product Information:  Rapaflo™, silodosin capsules.  Watson Pharmaceuticals, Inc., Corona, CA, 10/2008.

2. Moriyama N, Akiyama K, Murata S et al:  KMD-3213, a novel alpha-1A-adrenoceptor antagonist, potently inhibits the functional alpha-1-adrenoceptor in human prostate.  Eur J Pharmacol 1997; 331(1):39-42.

3. Yoshida M, Homma Y & Kawabe K:  Silodosin, a novel selective alpha 1A-adrenoceptor selective antagonist for the treatment of benign prostatic hyperplasia.  Expert Opin Investig Drugs 2007; 16(12):1955-1965.

4. Kawabe K, Yoshida M, Homma Y & Silodosin Clinical Study Group:  Silodosin, a new alpha-1A-adrenoceptor-selective antagonist for treating benign prostatic hyperplasia:  results of a phase III randomized, placebo-controlled, double-blind study in Japanese men.  BJU Int 2006; 98(5):1019-1024.

5. Takao T, Tsujimura A, Kiuchi H et al:  Early efficacy of silodosin in patients with lower urinary tract symptoms suggestive of benign prostatic hyperplasia.  Int J Urol 2008 Sep 2.  [Epub ahead of print]

6. Matsubara Y, Kanazawa T, Kojima Y et al:  Pharmacokinetics and disposition of silodosin (KMD-3213).  Yakugaku Zasshi 2006; 126 Spec no.:237-245.

Prepared by:  Mark M Roaseau, BS Pharmacy, MD

Date:  May 18, 2009



































































































PA Criteria Proposal

( 2009 ACS - Heritage Information Systems, Inc.  All Rights Reserved.
2
PA Criteria Proposal (  2
[image: image2.png]


( 2009 ACS - Heritage Information Systems, Inc.  All Rights Reserved. 

