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Drug Monograph

	Drug/Drug Class:
	Sanctura XR (Trospium) Capsules / Anticholinergic Agent

	
	

	Prepared for:
	MO HealthNet

	Prepared by:
	ACS - Heritage Information Systems, Inc.
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 FORMCHECKBOX 
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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 24 hour sustained release capsule of Sanctura XR contains 60 mg of Trospium.
Catalent Pharma Solutions, Inc., Somerset, NJ 08873 for Allergan, Inc. Irvine, CA 92612.

	
	

	Summary of Findings:
	Trospium extended-release is an antispasmodic, antimuscarinic agent that has demonstrated efficacy in the once-daily treatment of overactive bladder with symptoms of urge incontinence, urgency, and urinary frequency.  Trospium extended-release offers the convenience of once-daily dosing and a lower incidence of dry mouth compared to trospium immediate-release.  However, direct clinical comparisons between trospium extended-release and other anticholinergic agents used to treat OAB, including trospium immediate-release, are not available.  In view of this, comparative cost will be an important consideration in drug 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 
 15 Day Quantity Limitation
	 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
OAB is characterized by involuntary bladder muscle contractions during the bladder filling phase, and affects more than 33 million Americans.  It is the leading cause of nursing home admissions and is most prevalent among the elderly, striking women twice as frequently as men. 
Dosage Form(s) 1
Each 24 hour sustained release capsule of Sanctura XR contains 60 mg of Trospium.
Manufacturer
Catalent Pharma Solutions, Inc., Somerset, NJ 08873 for Allergan, Inc. Irvine, CA 92612
Indication(s) 1
Sanctura XR is indicated in the treatment of overactive bladder with symptoms of urge incontinence, urgency, and urinary frequency.  
Clinical Efficacy1-6 (mechanism of action/pharmacology, comparative efficacy)
Trospium is a parasympatholytic quaternary ammonium compound that has high affinity for muscarinic receptors.  It antagonizes the effect of acetylcholine on muscarinic receptors in bladder smooth muscle, resulting in a reduction in tonus and a decrease in bladder contractions.  Trospium has negligible affinity for nicotinic receptors compared to muscarinic receptors at therapeutic doses.  This newly developed once-daily formulation uses an extended-release technology based on a combination of time and pH-dependent bead coating disintegration, which provides therapeutic plasma levels of trospium over a 24-hour period.
	
	SANCTURA XR

	Protein binding
	48-78%

	Volume of distribution (IV)
	> 600 L

	Metabolism
	Not fully defined.  It is thought to be metabolized by ester hydrolysis and subsequent conjugation in the liver.  Cytochrome P450 does not appear to be significantly involved.

	Excretion
	Feces (85%) and Urine (5.8%)

	Half-life
	35 hours (extended release)


The efficacy of trospium extended-release was demonstrated in two 12-week, double-blind, placebo-controlled clinical trials involving approximately 1,300 patients with OAB and symptoms of urge incontinence, urgency, and urinary frequency.  Results from these studies showed that trospium extended-release administered once-daily significantly (p < 0.01) reduced urinary frequency and incontinence episodes, and increased void volume compared to placebo.  Trospium extended-release administered once-daily appears to be similar in efficacy to trospium immediate-release administered twice-daily, but head-to-head comparisons between trospium extended-release and other antimuscarinic agents used for the treatment of OAB are not available.
Clinical Studies

OVERACTIVE BLADDER
	Design
	Multicenter, randomized, parallel, couble-blind, placebo-controlled, 12-week trial (N=592).

	Inclusion Criteria
	Patients 18 years or older with OAB and the presence of urge incontinence (Predominance or urge), at least one incontinence episode per day, and 10 or more micturitions (voids) per day.

	Exclusion Criteria
	Stress, insensate or overflow incontinence; neurogenic bladder; significant renal disease; unexplained hematuria; UTI; significant bladder outlet obstruction; active inflammatory bowel disease; interstitial cystitis or bladder cancer; males with PSA >= 4 ng/mL, prostate cancer or chronic prostatitis; subjects undergoing or likely to undergo bladder retraining or bladder drill program; diuretic estrogen use outside of a long-term stable program.

	Treatment Regimen
	Patients were randomized to treatment with trospium extended release 60 mg daily or placebo.

	Results
	

	Safety
	Not specified.


ACROMEGALY – MULTICENTER UNCONTROLLED
	Design
	Open label, 48-Week, uncontrolled multicenter clinical trial (N=63).

	Inclusion Criteria
	Patients with acromegaly who had an IGF-1 concentration >= 1.3 times the upper limit of the age-adjusted normal range.

	Exclusion Criteria
	Not specified.

	Treatment Regimen
	Patients were initially enrolled in a 4-month fixed-dose phase where they received 4 deep SQ injections of lanreotide 90 mg, at 4-week intervals.  Patients then entered a dose-titration phase where the dose was adjusted based on GH and IGF-1 levels at the beginning of the dose-titration phase and, if necessary, again after another 4 injections.  Patients titrated up to a maximum dose (120 mg) were not allowed to titrate down again.

	Results
	Treatment with trospium extended-release once-daily demonstrated statistically significant (p<0.01) reductions in urinary frequency and incontinence episodes, and increases in void volume, compared to placebo at Weeks 1 through 12.  Mean changes from baseline in urinary frequency/24 hours were -1.7, -2.4, and -2.8 at Weeks 1, 4, and 12 for patients receiving trospium extended-release, compared to -1.2, -1.6, and 2.0, respectively, for placebo patients.  Mean changes from baseline in urge incontinence episodes/week were -13.0, -16.5, and -17.3 at Weeks 1,4, and 12 for patients receiving trospium extended-release, compared to -8.7, -12.2, and -13.5, respectively, for placebo patients.  Mean changes from baseline in urinary volume/void (mL) were 21.6, 30.0, and 29.8 at Weeks 1, 4, and 12 for patients receiving trospium extended-release, compared to 12.1, 17.2, and 18.9, respectively, for placebo patients. 

	Safety
	The most common side effects of trospium extended-release were constipation and dry mouth, which occurred in 9.4% and 8.7% of patients, respectively.


Contraindications1
· Patients with urinary retention, gastric retention, or uncontrolled narrow-angle glaucoma and patients who are at risk for these conditions.
· Hypersensitivity to any product components.
Warnings and Precautions1
· Use with caution in patients with clinically significant bladder outflow obstruction because of the risk of urinary retention.
· Use with caution in patients with GI obstructive disorders because of the risk of gastric retention.

· Should only be used if the potential  benefits outweigh the risks in patients with narrow-angle glaucoma, and in that circumstance, should only be used with careful monitoring.

· Not recommended for use in patients with severe renal impairment.

· Alcohol should not be consumed within 2 horus of administration.  In addition, patients should be informed that alcohol may enhance the drowsiness caused by anticholinergic agents.
Adverse Effects1
	MOST COMMON, > =1%
	SANCTURA XR
	PLACEBO

	Dry mouth
	10.7%
	3.7%

	Constipation
	8.5%
	1.5%

	Dry eye
	1.6%
	0.2%

	Flatulence
	1.6%
	0.5%

	Nausea
	1.4%
	0.3%

	Abdominal pain
	1.4%
	0.3%

	Dyspepsia
	1.2%
	0.7%

	Urinary tract infection
	1.2%
	0.9%

	Constipation aggravated
	1.2%
	0.5%

	Abdominal distension
	1.0%
	0.3%

	Nasal dryness
	1.0%
	0


Drug Interactions1
· Alcohol
· Antimuscarinic agents
Dosage and Administration1

USUAL DOSE  One 60 mg capsule po daily in the AM, with water on an empty stomach, at least one hour before a meal.
Costs (at commonly used dosages)

COST (WAC)*

	GENERIC NAME
	BRAND NAME
	STRENGTH
	DOSE
	COST / MONTH

	Trospium extended-release
	Sanctura XR
	60 mg capsules
	1 capsule daily
	$ 95.16

	Trospium immediate-release
	Sanctura
	20 mg tablets
	1 tablet BID
	$ 111.84

	Darifenacin extended-release
	Enablex
	7.5 mg tablets
	1 tablet daily
	$ 103.72

	Darifenacin extended-release
	Enablex
	15 mg tablets
	1 tablet daily
	$ 103.72

	Oxybutynin extended-release
	Generic
	5 mg tablets
	1 tablet daily
	$ 59.97

	Oxybutynin extended-release
	Generic
	10 mg tablets
	1 tablet daily
	$ 59.97

	Solifenacin
	Vesicare
	5 mg tablets
	1 tablet daily
	$ 103.30

	Solifenacin
	Vesicare
	10 mg tablets
	1 tablet daily
	$ 103.30


*Wholesale Acquisition Cost (WAC)
Conclusion

Trospium extended-release is an antispasmodic, antimuscarinic agent that has demonstrated efficacy in the once-daily treatment of overactive bladder with symptoms of urge incontinence, urgency, and urinary frequency.  Trospium extended-release offers the convenience of once-daily dosing and a lower incidence of dry mouth compared to trospium immediate-release.  However, direct clinical comparisons between trospium extended-release and other anticholinergic agents used to treat OAB, including trospium immediate-release, are not available.  In view of this, comparative cost will be an important consideration in drug product selection.
Recommendation

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