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Drug Monograph
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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 Toviaz 4 mg 24 hour sustained release tablet contains 4 mg of Fesoterodine and each Toviaz 8 mg 24 hour sustained release tablet contains 8 mg of Fesoterodine. 
Pfizer US Pharmaceutical Group, New York, NY 10017

	
	

	Summary of Findings:
	Fesoterodine extended-release is a muscarinic receptor antagonist that has demonstrated efficacy in the once-daily treatment of overactive bladder with symptoms of urge urinary incontinence, urgency, and frequency. This new agent enters a crowded marketplace and 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 
 Under Solicitation


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 full, creating the urge to urinate more frequently and before the bladder is completely full.  It affects an estimated 17-20 million men and women in the U.S., with about half of those affected between the ages of 35 and 64 years of age.
Dosage Form(s) 1
Each 4 mg 24 hour sustained release tablet of Toviaz contains 4 mg of Fesoterodine and each 8 mg 24 hour sustained release tablet of Toviaz contains 8 mg of Fesoterodine.
Manufacturer
Pfizer US Pharmaceutical Group, New York, NY 10017
Indication(s) 1
Toviaz is indicated for the treatment of overactive bladder with symptoms of urge urinary incontinence, urgency, and frequency.
Clinical Efficacy1-7 (mechanism of action/pharmacology, comparative efficacy)
Toviaz is a prodrug that is rapidly converted by non-specific esterases to the active metabolite 5-hydroxymethyltolterodine, a muscarinic receptor antagonist.  Muscarinic receptors play an important role in several major cholinergically-mediated functions including detrusor muscle contraction and stimulation of salivary secretion.  Inhibition of these receptors is thought to be the mechanism by which Toviaz produces its effects.
	
	TOVIAZ

	Protein binding
	50% (active metabolite)

	Volume of distribution (IV)
	169 L (active metabolite)

	Metabolism
	Rapid and extensive hydrolysis by non-specific esterases to 5-hydroxy-methyltolterodine (active).  The active metabolite is further metabolized in the liver to its carboxy, carboxy-N-desisopropyl, and N-desisopropyl metabolites via CYP2D6 and CYP3A4.

	Excretion
	Feces (7%),      Urine (70%)

	Half-life
	7 hours


The approval of Toviaz was based upon two multicenter, 12-week, double-blind, placebo-controlled clinical trials involving 1,964 patients with overactive bladder.  The primary efficacy endpoints in these studies were the mean change in the number of urge urinary incontinence episodes and the mean change in the number of micturitions per 24 hours with a secondary endpoint being the mean change in the voided volume per micturition.  Results from these studies showed that Toviaz significantly improved these endpoint parameters compared to placebo.  Toviaz appears to be similar in efficacy to tolterodine ER, but comparative clinical trials with other anticholinergic agents used to treat overactive bladder are limited.
Clinical Studies

OVERACTIVE BLADDER
	Design
	Two 12-week randomized, double-blind, placebo-controlled clinical trials (n=1,964).

	Inclusion Criteria
	Patients with symptoms of overactive bladder for >= 6 months, at least 8 micturitions per day, and at least 6 urinary urgency episodes per 3-day diary period.

	Exclusion Criteria
	Key exclusion criteria were lower urinary tract pathology that could be responsible for urgency or incontinence; pelvic prolapse grade III or greater; clinically relevant bladder outlet obstruction; postvoid residual urine volume > 100 mL; symptomatic or recurrent UTI; current treatment with antimuscarinic agents; a neurogenic cause of OAB; clinically relevant arrhythmia, unstable angina or a QT interval               > 500 ms; or treatment with electrostimulation for bladder training within last 4 weeks.

	Treatment Regimen
	Patients were randomized to receive Toviaz (4 or 8 mg/day) or placebo.  In one study, an active control arm received tolterodine ER 4 mg/day or matching placebo.

	Results
	In   In Study 1, the change from baseline in number of urge incontinence episodes/24 hours, number of micturitions/24 hours, and voided volume/micturition were -1.20, -1.02, and 10 mL, respectively, for placebo compared to -2.06 (p = 0.001), -1.74 (p < 0.001), and 27 mL    (p < 0.001), respectively, for Toviaz 4 mg/day, and -2.27 (p < 0.001), -1.94 (p < 0.001), and 33 mL (p < 0.001), respectively, for Toviaz 8 mg/day.  In Study 2, the change from baseline in these same parameters were -1.00, -1.02, and 8 mL, respectively, for placebo compared to -1.77 (p < 0.003), -1.86 (p = 0.032), and 17 mL (p = 0.150), respectively, for Toviaz  4 mg/day, and -2.42 (p < 0.001), -1.94 (p < 0.001) and 33 mL (p < 0.001), respectively, for Toviaz 8 mg/day.  In the study utilizing an active control, tolterodine ER 4 mg/day also provided significantly greater improvements than placebo for most efficacy variables.

	Safety
	The most commonly reported adverse event in patients treated with Toviaz was dry mouth and constipation.


Contraindications1
· Hypersensitivity to any product components
· Urinary retention

· Gastric retention

· Uncontrolled narrow-angle glaucoma
Warnings and Precautions1
· Use with caution to patients with clinically significant bladder outlet obstruction, myasthenia gravis, decreased GI motility, and patients being treated for narrow angle glaucoma
· Not recommended for use in patients with severe hepatic impairment.

· Doses > 4 mg are not recommended in patients with severe renal insufficiency or in patients taking a potent CYP3A4 inhibitor (e.g., ketoconazole, itraconazole, clarithromycin).

· In patients taking weak or moderate CYP3A4 inhibitors (e.g., erythromycin), careful assessment of tolerability at the 4 mg daily dose is advised prior to increasing the daily dose to 8 mg.
Adverse Effects1
	Most common, >=1%
	Toviaz 4 mg/day
	Toviaz 8 mg/day
	Placebo

	Dry mouth
	18.8%
	34.6%
	7.0%

	Constipation
	4.2%
	6.0%
	2.0%

	Urinary tract infection
	3.2%
	4.2%
	3.1%

	Upper respiratory infection
	2.5%
	1.8%
	2.2%

	Back pain
	2.0%
	0.9%
	0.4%

	Dyspepsia
	1.6%
	2.3%
	0.5%

	Cough
	1.6%
	0.9%
	0.5%

	Dry eyes
	1.4%
	3.7%
	0

	Dysuria
	1.3%
	1.6%
	0.7%

	Insomnia
	1.3%
	0.4%
	0.5%

	Urinary retention
	1.1%
	1.4%
	0.2%

	Abdominal pain upper
	1.1%
	0.5%
	0.5%

	Dry throat
	0.9%
	2.3%
	0.4%

	Nausea
	0.7%
	1.9%
	1.3%

	Edema peripheral
	0.7%
	1.2%
	0.7%

	Rash
	0.7%
	1.1%
	0.5%

	ALT increased
	0.5%
	1.2%
	0.9%

	GGT increased
	0.4%
	1.2%
	0.9%


Drug Interactions1
· CYP3A4 inhibitors: ketoconazole, itraconazole, clarithromycin
Dosage and Administration1

USUAL DOSE  Give 4 mg once daily.  Based upon individual response and tolerability, the dose may be increased to 8 mg once daily.  
Note:  The daily dose should not exceed 4 mg in patients with severe renal insufficiency (CLCR < 30 mL/min) or in patients taking potent CYP3A4 inhibitors.
Costs (at commonly used dosages)

COST (WAC)*

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

	Fesoterodine
	Toviaz
	4 mg tablets
	1 tablet daily
	$112.51

	Fesoterodine
	Toviaz
	8 mg tablets
	1 tablet daily
	$112.51

	Darifenacin
	Enablex
	7.5 mg tablets
	1 tablet daily
	$113.99

	Darifenacin
	Enablex
	15 mg tablets
	1 tablet daily
	$113.99

	Oxybutynin
	Oxybutynin
	5 mg tablets
	1 tablet daily
	$88.80

	Oxybutynin
	Oxybutynin
	10 mg tablets 
	1 tablet daily
	$83.40

	Oxybutynin
	Oxybutynin
	15 mg tablets
	1 tablet daily
	$85.50

	Solifenacin
	Vesicare
	5 mg tablets
	1 tablet daily
	$119.49

	Solifenacin
	Vesicare
	10 mg tablets
	1 tablet daily
	$119.49

	Tolterodine
	Detrol
	2 mg capsules
	1 capsule daily
	$112.47

	Tolterodine
	Detrol
	4 mg capsules
	1 capsule daily
	$112.51


*Wholesale Acquisition Cost (WAC)
Conclusion

Toviaz extended-release is a muscarinic receptor antagonist that has demonstrated efficacy in the once-daily treatment of overactive bladder with symptoms of urge urinary incontinence, urgency, and frequency.  This new agent enters a crowded marketplace and comparative cost will be an important factor in product selection. 
Recommendation

This drug is being reviewed for inclusion in the state specific Preferred Drug List.
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