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Drug Monograph

	Drug/Drug Class:
	Amitiza (Lubiprostone) Capsules / Gastrointestinal Agent

	
	

	Prepared for:
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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 capsule of Amitiza 24 mcg contains 24 mcg of Lubiprostone.  Each capsule of Amitiza 8 mcg contains 8 mcg of Lubiprostone.
Sucampo Pharmaceuticals Inc., Bethesda, MD 20814

	
	

	Summary of Findings:
	Lubiprostone is a unique chloride channel activator that has demonstrated efficacy in the treatment of chronic idiopathic constipation in adults and irritable bowel syndrome – constipation in adults.  Lubiprostone is the first selective chloride channel activator approved for therapeutic use and it provides a new option for the treatment of chronic constipation. Lubiprostone is also being studied for its use in post-operative ileus.

	
	

	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 
 Appropriate Indications
	 FORMCHECKBOX 
 Non-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
Chronic idiopathic constipation is generally defined as infrequent and difficult passage of stool and is one of the most common disorders suffered by Americans.  This condition affects women more often than men and also affects those over the age of 65 more frequently.  Symptoms of chronic idiopathic constipation include abdominal pain and discomfort, bloating, straining, and hard stools.    

Dosage Form(s) 1
Each capsule of Amitiza contains 24 mcg of Lubiprostone. 
Manufacturer
Sucampo Pharmaceuticals Inc., Bethesda, MD 20814
Indication(s) 1
Amitiza is indicated for the treatment of chronic idiopathic constipation in the adult population.
Clinical Efficacy1-12 (mechanism of action/pharmacology, comparative efficacy)
Lubiprostone is a bicyclic fatty acid prostaglandin E1 derivative (PGE-1) that acts as a chloride channel opener, increasing intestinal water secretion.  It activates a specific chloride channel (ClC-2) on cells lining the small intestine, increasing intestinal fluid secretion, thus softening the stool and promoting spontaneous bowel movements.  Lubiprostone is a locally acting chloride channel activator that enhances a chloride-rich intestinal fluid secretion without altering sodium and potassium concentrations in the serum.
Due to the low systemic availability following oral administration, standard pharmacokinetic parameters for lubiprostone cannot be reliably calculated.
	
	AMITIZA

	Protein Binding
	94%

	Volume of Distribution
	Minimal distribution beyond GI tract

	Metabolism
	Rapid and extensive reduction and oxidation via microsomal carbonyl reductase.  Not mediated by hepatic CYP450 system.

	Excretion
	Urine (60%) and Feces (30%)

	Half-life
	0.9 – 1.4 hours (M3 metabolite)


The approval of Lubiprostone was primarily based upon the results from two pivotal double-blind, placebo-controlled clinical trials involving 479 adult patients with chronic idiopathic constipation.  Study results showed that patients treated with Lubiprostone (24 mcg BID) had a higher frequency of spontaneous bowel movements (SBMs) during Week 1 of the study compared to placebo patients.  In both studies, similar results were also observed in weeks 2, 3, and 4 of therapy.  In these studies, approximately 60% of patients treated with Lubiprostone experienced an SBM within the first 24 hours after drug administration.  In addition, three open-label, long-term clinical trials have shown that Lubiprostone decreased abdominal bloating, abdominal discomfort, and constipation severity in patients with chronic idiopathic constipation over 6-12 months of use.  Clinical comparisons between Lubiprostone and other agents used to treat chronic idiopathic constipation are not available.
Clinical Studies

CHRONIC IDIOPATHIC CONSTIPATION
	Design
	Two double-blind, placebo-controlled clinical trials (N=479).

	Inclusion Criteria
	Patients with chronic idiopathic constipation defined as, on average, less than 3 SBMs per week with one or more of the following symptoms for constipation for at least 6 months prior to randomization: (1) very hard stools for at least a quarter of all bowel movements; (2) sensation of incomplete evacuation following at least a quarter of all bowel movements; and (3) straining with defecation at least a quarter of the time.

	Exclusion Criteria
	Not specified

	Treatment Regimen
	Following a 2-week baseline/washout period, patients were randomized to receive 4 weeks of double-blind treatment with Lubiprostone 24 mcg BID or placebo.

	Results
	In Study 1, the median number of SBMs for patients receiving Lubiprostone compared to placebo during weeks 1 through 4 were 5.0 vs. 3.0, 4.0 vs. 3.0, 5.0 vs. 2.0, and 4.0 vs. 2.3, respectively.  In Study 2 these numbers were 5.0 vs. 3.5, 4.0 vs. 3.0, 5.0 vs. 3.0, and 4.3 vs. 3.0, for weeks 1 through 4, respectively.  In both studies, Lubiprostone treatment demonstrated increases in the percentage of patients who experienced SBMs within the first 24 hours after administration compared to placebo (56.7% vs. 36.9% in Study 1 and 62.9% vs. 31.9% in Study 2, respectively).  Signs and symptoms related to constipation, including abdominal bloating, abdominal discomfort, stool consistency, and straining, as well as constipation severity ratings, were also improved in Lubiprostone patients versus placebo.

	Safety
	Not specified


Contraindications1
· Hypersensitivity to any product components.
· Patients with a history of mechanical GI obstruction.
Warnings and Precautions1
· Patients with symptoms suggestive of mechanical GI obstruction should be evaluated prior to treatment.
· Should only be used during pregnancy if the potential benefit justifies the potential risk to the fetus.  Women who could become pregnant should have a negative pregnancy test prior to beginning therapy, and should be capable of complying with effective contraceptive measures (Teratogenic Effects: Pregnancy Category C).
Adverse Effects1
	
	AMITIZA
	PLACEBO

	Most Common, > 1%
	
	

	Nausea
	30.9%
	5.1%

	Diarrhea
	13.2%
	0.9%

	Headache
	13.0%
	6.6%

	Abdominal distention
	6.8%
	2.2%

	Abdominal pain
	6.8%
	2.8%

	Flatulence
	5.9%
	1.9%

	Sinusitis
	4.8%
	1.6%

	Vomiting
	4.4%
	0.9%

	UTI
	4.3%
	1.9%

	Dizziness
	4.0%
	1.3%

	Edema, peripheral
	3.6%
	0.3%

	URI
	3.6%
	0.9%

	Loose stools
	3.2%
	0.0%

	Arthralgia
	3.0%
	0.3%

	Dyspepsia
	2.7%
	1.3%

	Nasopharyngitis
	2.7%
	2.2%

	Fatigue
	2.5%
	1.9%

	Dyspnea
	2.5%
	0.0%

	Back pain
	2.3%
	0.9%

	Pain in extremity
	1.9%
	0.0%

	Abdominal pain, upper
	2.1%
	1.9%

	Influenza
	1.9%
	0.6%

	Abdominal pain, lower
	1.8%
	0.6%

	GERD
	1.7%
	0.6%

	Bronchitis
	1.7%
	0.3%

	Chest discomfort
	1.6%
	0.0%

	Pharyngolaryngeal pain
	1.6%
	2.2%

	Cough
	1.5%
	0.6%

	Abdominal discomfort
	1.5%
	0.0%

	Dry mouth
	1.4%
	0.3%

	Depression
	1.4%
	0.0%

	Anxiety
	1.4%
	0.3%

	Insomnia
	1.4%
	0.6%

	Constipation
	1.0%
	0.9%

	Stomach discomfort
	1.0%
	0.3%

	Gastroenteritis, viral
	1.0%
	0.0%

	Chest pain
	1.0%
	0.0%

	Pyrexia
	1.0%
	0.3%

	Hypertension
	0.9%
	0.0%

	Weight increased
	0.9%
	0.0%

	Muscle cramp
	0.9%
	0.0%

	Viral infection
	0.6%
	0.3%

	Hypoesthesia
	0.6%
	0.0%


Drug Interactions1
None noted.
Dosage and Administration1

USUAL DOSE  Chronic Idiopathic Constipation: 24 mcg PO BID with food.
                          Irritable Bowel Syndrome – Constipation: 8 mcg PO BID with food.
Costs (at commonly used dosages)

COST (WAC)*

	GENERIC NAME
	BRAND NAME
	DOSE
	COST/MONTH

	Lubiprostone
	Amitiza
	1 capsule (24 mcg) BID
	$ 190.17

	Lubiprostone
	Amitiza
	1 capsule (8 mcg) BID
	$ 190.17


*Wholesale Acquistion Cost
Conclusion

Lubiprostone is a unique chloride channel activator that has demonstrated efficacy in the treatment of chronic idiopathic constipation in adults and Irritable Bowel Syndrome- Constipation.  Chronic idiopathic constipation is generally defined as infrequent and difficult passage of stool and is one of the most common disorders suffered by Americans.  This condition affects women more often than men and also affects those over the age of 65 more frequently.  Symptoms of chronic idiopathic constipation include abdominal pain and discomfort, bloating, straining, and hard stools.  Lubiprostone is the first selective chloride channel activator approved for therapeutic use and it provides a new option for the treatment of chronic constipation.  Lubiprostone is also being studied for its use in post-operative ileus.
Recommendation

The Division recommends a clinical edit for this product.
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