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Executive Summary 

	Purpose:
	The purpose of this monograph is to provide an extensive 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:
	2 mg & 6 mg oral tablets

Novartis

	
	

	
	

	Summary of Findings:
	Zelnorm( offers a new treatment modality for constipation-predominant IBS in women.  It has demonstrated efficacy in a portion of patients receiving the drug in clinical trials and lacks significant drug-drug interactions.  The drug should be avoided in some patient sub-populations due to the potential for adverse events.  
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Purpose

The purpose of this monograph is to provide an extensive 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 guiding 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.

Introduction1
Irritable bowel syndrome (IBS) is a functional bowel disorder characterized by abdominal pain associated with defecation and altered bowel habits.  There are two main types of IBS:  diarrhea-predominant IBS and constipation-predominant IBS.  Traditional therapies for IBS have included patient education, dietary modifications, and symptomatic treatment with antispasmodics, antidiarrheals, and laxatives.  Psychotherapy may also be indicated for some patients.  Zelnorm( (tegaserod), a 5-HT4 partial agonist, represents a new class of drugs for the treatment of IBS.

Dosage Form(s)2
Oral tablets:  2 mg & 6 mg strengths

Manufacturer2
Novartis

Indication2
Short-term treatment of women with irritable bowel syndrome (IBS) whose primary symptom is constipation.

Clinical Efficacy1-2 (mechanism of action/pharmacology, comparative efficacy)
Recent hypotheses regarding the etiology of IBS have focused on the role of the enteric nervous system and the neurotransmitter serotonin (5-HT).  5-HT is found mainly in the gut and mediates GI motility, secretions and visceral pain.  Two serotonin subtypes, 5-HT3 and 5-HT4, are thought to be involved in IBS.  Tegaserod is a 5-HT4 partial agonist which increases the peristaltic reflex in intestinal secretion, making it a potentially useful treatment modality for constipation-predominant IBS.  Activation of 5-HT4 receptors may also decrease visceral sensitivity. 

Nearly 2,500 women total participated in three multicenter, double-blind, placebo-controlled studies evaluating tegaserod 6 mg twice daily compared to placebo.  After a four week placebo run-in period, patients were randomized to received either tegaserod or placebo for 12 weeks.  Target endpoints were improvement in symptoms of abdominal discomfort, pain, altered bowel habit and overall well-being as reported by each patient weekly during the study period.  Potential responses included completely relieved, considerably relieved, somewhat relieved, unchanged, or worse compared to how the patient felt before the study.  Patients were considered responders if in a month’s time, at least two of the four weeks their symptoms were completely or considerably relieved, or if they were at least somewhat relieved during each week of the month.  In all three studies the proportion of responders was greater in the tegaserod groups than in the placebo groups, though the differences in response were greater during month one than month three.

	
	Proportion of Responders (Month 1)
	
	Proportion of Responders (Month 3)

	Study
	Tegaserod 6 mg BID
	Placebo
	Difference (95% Confidence Interval)
	
	Tegaserod 6 mg BID
	Placebo
	Difference (95% Confidence Interval)

	1
	31%
	17%
	14%

(6% - 21%)
	
	39%
	28%
	11%

(3% - 20%)

	2
	35%
	22%
	13%

(8% - 17%)
	
	44%
	39%
	5%

(0% - 10%)

	3
	34%
	20%
	14%

(6% - 22%)
	
	43%
	38%
	5%

(-4% - 14%)

	Adapted from source 2.


Two pathways in the liver metabolize Tegaserod.  Approximately one-third of the drug is excreted in the urine as the main metabolite. The other two-thirds of orally administered tegaserod is excreted unchanged in the feces.

No dosage adjustments are necessary in geriatric patients, and safety appears to be similar to younger adult patients.  The safety and efficacy of Zelnorm( in patients younger than 18 years of age has not been established.

Adverse Effects2

Zelnorm( is contraindicated in the following conditions:

· severe renal impairment

· moderate to severe hepatic impairment

· history of bowel obstruction, symptomatic gallbladder disease, suspected sphincter of Oddi dysfunction, or abdominal adhesions

· known hypersensitivity to the drug or its excipients

Additionally, patients who experience frequent diarrhea should not receive tegaserod maleate, and any patient developing new or sudden worsening of abdominal pain should discontinue the drug immediately.

The following adverse events occurred in >1% of patients receiving Zelnorm( in Phase 3 clinical trials:  Headache (15%), abdominal pain (12%), diarrhea (9%), nausea (8%), flatulence (6%), back pain (5%), dizziness (4%), accidental trauma (3%), migraine (2%), arthropathy (2%), and leg pain (1%).  Each of these was reported more frequently than individuals receiving placebo.  No adverse electrocardiographic effects have been noted with tegaserod use.3  

Drug Interactions2,4,5
In vitro and in vivo data indicate no clinically significant drug-drug interactions at this time.

Dosage and Administration2
The recommended dosing regimen is 6 mg orally twice daily before meals.  Recommended duration of therapy is 4-6 weeks.  An additional 4-6 weeks of therapy may be considered for those who respond to therapy.

Cost Comparison6(at commonly used dosages)

	Drug & Dose
	Monthly Cost (AWP)

	Zelnorm( 2 mg twice daily
	$147.60

	Zelnorm( 6 mg twice daily
	$147.60


Conclusion

Zelnorm( offers a new treatment modality for constipation-predominant IBS in women.  It has demonstrated efficacy in symptom reduction in patients receiving the drug in clinical trials and lacks significant drug-drug interactions.  The drug should be avoided in some patient sub-populations due to the potential for adverse events.  

Recommendation(s)

Zelnorm( should be available for use in adult patients through the clinical edit system.
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