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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 Enablex 7.5 mg sustained release tablet contains 7.5 mg of Darifenacin.  Each Enablex 15 mg sustained release tablet contains 15 mg of Darifenacin.
Novartis Pharmaceuticals Corp., East Hanover, NJ 04936

	
	

	Summary of Findings:
	Darifenacin is a once-daily selective M3 muscarinic receptor antagonist that has demonstrated efficacy in the treatment of overactive bladder with symptoms of urge urinary incontinence, urgency and frequency. The selectivity of darifenacin for the M3 receptor in the urinary bladder may offer an advantage over other anticholinergic agents used to treat overactive bladder by reducing adverse effects and improving compliance. However, clinical comparisons between darifenacin and other drugs used for the treatment of overactive bladder are limited and will be needed to better differentiate these agents. 

	
	

	Status Recommendation:
	 FORMCHECKBOX 
 Prior Authorization (PA) Required

 FORMCHECKBOX 
 Clinical Edit
	 FORMCHECKBOX 
 Open Access

 FORMCHECKBOX 
 PDL Product


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
Overactive bladder is a medical condition that causes the detrusor muscle to contract while the bladder is filling with urine, rather than when the bladder is completely full, creating the urge to urinate more frequently. It affects an estimated 33 million men and women in the U.S., with about half of those afflicted between the ages of 35 and 64 years of age. 
Dosage Form(s)1
Each Enablex 7.5 mg sustained release tablet contains 7.5 mg of Darifenacin.  Each Enablex 15 mg sustained release tablet contains 15 mg of Darifenacin.
Manufacturer
Novartis Pharmaceuticals Corp., East Hanover, NJ 04936
Indication(s)1
Enablex is indicated for treatment of overactive bladder with symptoms of urge urinary incontinence, urgency, and frequency. 
Clinical Efficacy1-10 (mechanism of action/pharmacology, comparative efficacy)
The most common cause of overactive bladder is detrusor overactivity, manifest as involuntary contraction of the detrusor muscle during bladder filling. Darifenacin is a highly selective muscarinic type-3 (M3) receptor antagonist. The M3 receptor is the primary mediator of bladder detrusor muscle contraction in response to cholinergic activation, and is also involved in the contraction of gastrointestinal smooth muscle, saliva production, and iris sphincter function. 
	
	Gemifloxacin

	Oral Bioavailability
	15-19%

	Protein Binding
	98%

	Volume of Distribution
	163 L

	Metabolism
	Extensive hydroxylation, N-dealkylation, and dihydrobenzofuran ring opening in liver via CYP2D6 and CYP3A4.

	Excretion
	Feces (40%) Urine (60%)

	Half-life
	13-19 Hours


The FDA approval of darifenacin was based upon efficacy data from four pivotal 12-week double-blind, placebo-controlled clinical trials involving more than 1,400 patients with overactive bladder. Results from these studies showed that darifenacin therapy significantly reduced the number of incontinence episodes per week compared to placebo. In addition, the average number of micturitions per day (urinary frequency) were reduced and the average volume of urine voided per micturition was increased in darifenacin treated patients compared to placebo. Comparative studies between darifenacin and other agents used for the treatment of overactive bladder are limited.

Clinical Studies

Overactive Bladder – Study 16

	Design
	Three 12-week, multicenter, randomized, fixed-dose, placebo-controlled, double-blind clinical trials (N=1,059

	Inclusion Criteria
	Adult Patients with overactive bladder with symptoms of urgency, urge urinary incontinence, and increased urinary frequency.  Patients were required to demonstrate at least 8 micturitions and at least one episode of urinary urgency per day, and at least 5 episodes of urge incontinence per week for at least 6 months.

	Exclusion Criteria
	Not specified

	Treatment Regimen
	Patients were randomized to receive darifenacin (7.5 mg or 15 mg) or placebo once-daily for 12 weeks.

	Results
	The median change from baseline in the number of incontinence episodes per week ranged from –8.1 to –11.4 for darifenacin patients, compared to –5.9 to –9.0 for placebo (P<0.05).  The median change from baseline in micturitions per day ranged from –1.6 to –1.9 and from –0.8 to –1.2 in these same groups, respectively (P<0.05).  In addition, the median change from baseline in volume of urine passed per void ranged from 14.9 mL to 30.9 mL in the darifenacin group, compared to 4.6 mL to 7.6 mL in the placebo group (P<0.05). 

	Safety
	Not specified


Overactive Bladder – Study 21
	Design
	One 12-week, multicenter, randomized, double-blind, placebo-controlled, dose-titration study (N=395)

	Inclusion Criteria
	Adult Patients with overactive bladder with symptoms or urgency, urge urinary incontinence, and increased urinary frequency.  Patients were required to demonstrate at least 8 micturitions and at least one episode of urinary urgency per day, and at least 5 episodes of urge incontinence per week for at least 6 months.

	Exclusion Criteria
	Not specified

	Treatment Regimen
	Patients were randomized to initially receive darifenacin 7.5 mg or placebo once-daily with the option to increase to darifenacin 15 mg or placebo once-daily after 2 weeks.

	Results
	The median change from baseline in the number of incontinence episodes per week was –8.2 to for darifenacin patients, compared to –6.0 in the placebo group (P<0.05).  The median change from baseline in micturitions per day was –1.9 and –1.0 in the two groups, respectively (P<0.05).  In addition, the median change from baseline in volume of urine passed per void was 18.8 mL in the darifenacin group, compared to 6.6 mL in the placebo group (P<0.05).

	Safety
	Not specified


Contraindications1
· Patients with urinary retention, gastric retention, or uncontrolled narrow-angle glaucoma and patients at risk for these conditions.
· Hypersensitivity to darifenacin or any product components.
Warnings and Precautions1
· None listed

Adverse Effects1
	
	DARIFENACIN
	PLACEBO

	Most Common, > 2%
	
	

	Dry Mouth
	20.2-35.3%
	8.2%

	Constipation
	14.8-21.3%
	6.2%

	Dyspepsia
	2.7-8.4%
	2.6%

	UTI
	4.5-4.7%
	2.6%

	Abdominal Pain
	2.4-3.9%
	0.5%

	Nausea
	1.5-2.7%
	1.5%

	Asthenia
	1.5-2.7%
	1.3%

	Dry Eyes
	1.5-2.1%
	0.5%

	Diarrhea
	0.9-2.1%
	1.8%

	Dizziness
	0.9-2.1%
	1.3%


Drug Interactions1
· Potent CYP3A4 inhibitors may cause increase in darifenacin levels: ketoconazole, itraconazole, ritonavir, nelfinavir, clarithromycin, nefazodone.

· CYP2D6 substrates with a narrow therapeutic window may cause an increase in substrate levels: flecainide, thioridazine, tricyclic antidepressants.

· CYP3A4 substrates may cause an increase in substrate levels: midazolam

· Anticholinergics may cause additive effects

Dosage and Administration1

USUAL DOSE: 7.5 mg orally once daily. Based upon individual response, the dose may be increased to 15 mg once daily, as early as 2 weeks after starting therapy.

NOTE: For patients with moderate hepatic impairment or when coadministered with potent CYP3A4 inhibitors, the daily dose should not exceed 7.5 mg.
Costs (at commonly used dosages)

COST (AWP)*

	GENERIC NAME
	BRAND NAME
	STRENGTH/DOSE
	COST/MONTH

	
	
	
	

	Darifenacin


	Enablex


	7.5 mg extended release tablets; 1 tablet daily
	$95.76

	
	
	15 mg extended release tablets; 1 tablet daily
	$95.76

	Solifenacin


	Vesicare


	5 mg tablets; 1 tablet daily
	$101.16

	
	
	10 mg tablets; 1 tablet daily
	$101.16

	Flavoxate
	Urispas
	100 mg tablets; 1 tablet QID
	$207.60

	Flavoxate
	Generic
	100 mg tablets; 1 tablet QID
	$175.20

	Oxybutynin Chloride
	Generic
	5 mg tablets; 1 tablet TID
	$49.50

	Oxybutynin Chloride
	Ditropan XL
	5 mg extended release tablets; 1 tablet daily
	$101.40

	
	
	10 mg extended release tablets; 1 tablet daily
	$101.40

	
	
	15 mg extended release tablets; 1 tablet daily
	$112.50

	Oxybutynin
	Oxytrol
	36 mg transdermal patch; 1 patch twice weekly
	$92.72

	Tolterodine
	Detrol
	1 mg tablets; 1 tablet BID
	$106.80

	
	
	2 mg tablets; 1 tablet BID
	$109.80

	Tolterodine
	Detrol LA
	2 mg extended release capsules; 1 capsule daily
	$92.70

	
	
	4 mg extended release capsules; 1 daily
	$95.40


*The Average Wholesale Price (AWP) as published by Thomson Healthcare may be the manufacturer's suggested AWP, may be calculated based on a markup specified by the manufacturer or may be an amount calculated by Thomson Healthcare applying a standard markup. The AWP does not necessarily reflect the actual AWP charged by a wholesaler. Please refer to the AWP Policy, available at https://www.micromedex.com/products/redbook/awp for more information on the published AWP information.
Conclusion

Darifenacin is a once-daily selective M3 muscarinic receptor antagonist that has demonstrated efficacy in the treatment of overactive bladder with symptoms of urge urinary incontinence, urgency and frequency. Overactive bladder is a medical condition that causes the detrusor muscle to contract while the bladder is filling with urine, rather than when the bladder is completely full, creating the urge to urinate more frequently. It affects an estimated 33 million men and women in the U.S., with about half of those afflicted between the ages of 35 and 64 years of age. The selectivity of darifenacin for the M3 receptor in the urinary bladder may offer an advantage over other anticholinergic agents used to treat overactive bladder by reducing adverse effects and improving compliance. However, clinical comparisons between darifenacin and other drugs used for the treatment of overactive bladder are limited and will be needed to better differentiate these agents. 

Recommendation

This Division recommends that this medication be given open access status.
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