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Drug Monograph

	Drug/Drug Class:
	Boniva (Ibandronate Sodium) Tablet / Bisphosphonate Agent

	
	

	Prepared for:
	Missouri Medicaid

	Prepared by:
	ACS - Heritage Information Systems, Inc.
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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 Boniva 150 mg tablet contains 150 mg of Ibandronate Sodium.  Each Boniva 2.5 mg tablet contains 2.5 mg of Ibandronate Sodium.
Roche Laboratories, Inc., Nutley, NJ 07110-1199

	
	

	Summary of Findings:
	Ibandronate was originally approved in 2003 as a 2.5 mg daily tablet, however the daily formulation was not marketed in the U.S. at that time.  April 2005 was the launch for the once per month 150 mg tablet and June 2005 was the launch for the daily 2.5 mg tablet.  Patients receiving ibandronate once-monthly will be eligible to sign up for a patient support program designed to help enhance compliance and persistence with this once-monthly regimen.  Ibandronate once-monthly is a bisphosphonate that has demonstrated efficacy for increasing BMD in postmenopausal women.  It is the first available once-a-month treatment option for the treatment and prevention of osteoporosis in postmenopausal women and provides for a convenient dosage schedule and improved patient compliance.  This drug is being reviewed for inclusion in the state specific Preferred Drug List.

	
	

	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
Osteoporosis affects approximately 10 million individuals in the U.S., 8 million of whom are women.  Another 34 million people are estimated to have low bone mass (osteopenia), placing them at increased risk for osteoporosis, which causes bones to become weak and more likely to break, and can result in severe pain, deformity, disability, hospitalization, and death.  Together, osteoporosis and osteopenia are expected to affect an estimated 52 million women and men age 50 and older by 2010, and 61 million by 2020.  Ibandronate was originally approved in 2003 as a 2.5 mg daily tablet, however the daily formulation was not marketed in the U.S. 
Dosage Form(s)1
Each Boniva 150 mg tablet contains 150 mg of Ibandronate Sodium.  Each Boniva 2.5 mg tablet contains 2.5 mg of Ibandronate Sodium.
Manufacturer
Roche Laboratories, Inc., Nutley, NJ 07110-1199
Indication(s)1
Boniva is indicated for treatment and prevention of osteoporosis in postmenopausal women. 
Clinical Efficacy1-5 (mechanism of action/pharmacology, comparative efficacy)
Ibandronate is a bisphosphonate that inhibits osteoclast-mediated bone resorption.  Its activity is based upon its affinity for hydroxyapatite, which is part of the mineral matrix of bone.  Ibandronate is a very potent inhibitor of osteoclasts, which serves to prevent bone resorption and turnover.  In postmenopausal women, it reduces the elevated rate of bone turnover leading to a net gain in bone mass.

	
	Boniva

	Protein Binding
	85.7% - 99.5%

	Volume of Distribution
	90 – 150 L

	Metabolism
	Not metabolized in humans.

	Excretion
	Urine

	Half-life
	10–60 hours Boniva 2.5 mg & 37-157 hours Boniva 150 mg


The effectiveness of daily ibandronate for the treatment and prevention of osteoporosis in postmenopausal women has been demonstrated in several large controlled clinical trials.  Results from these studies showed that daily ibandronate therapy (2.5 mg) significantly improved bone mineral density (BMD) and reduced the incidence of vertebral and non-vertebral fractures in postmenopausal women over 2-3 years of treatment.  The approval of once-monthly oral ibandronate was based upon results from the double-blind, multinational, non-inferiority Monthly Oral ibandronate In Ladies (MOBILE) trial involving 1,602 women with postmenopausal osteoporosis.  The MOBILE study showed that the monthly dose of ibandronate (150 mg) was at least as effective as daily doses (2.5 mg) for increasing BMD after 1 year at the lumbar spine and other skeletal sites.  In this study, the mean increase from baseline in lumbar spine BMD was 4.9% in the once-monthly group, which was significantly more than that observed in the daily group (3.9%).  The once-monthly group also had consistently higher BMD increases at other skeletal sites compared to the daily group.  Comparative clinical trials between once-monthly ibandronate and other bisphosphonate agents are not available.

Clinical Studies

POSTMENOPAUSAL OSTEOPOROSIS TREATMENT – Study 1
	Design
	Randomized, double-blind, multinational, non-inferiority clinical trial (N=1,602).

	Inclusion Criteria
	Postmenopausal women (54-81 years) with L2-L4 lumbar spine BMD T-score below –2.5 SD at baseline.

	Exclusion Criteria
	Not specified

	Treatment Regimen
	Patients were randomized to receive once monthly ibandronate 150 mg or daily ibandronate 2.5 mg for 1 year.  All patients also received 400 IU of Vitamin D and 500 mg of calcium supplementation per day.

	Results
	The mean increase from baseline in lumbar spine BMD at 1 year was 3.86% (95% CI: 3.40%, 4.32%) in the 2.5 mg daily group, compared to 4.85% (95% CI: 4.41%, 5.29%) in the 150 mg once-monthly group.  The mean difference between the 2.5 mg daily group and the 150 mg once-monthly group was 0.99% (95% CI: 0.38%, 1.60%), which was statistically significant (p=0.002).  The 150 mg once-monthly group also had consistently higher BMD increases at the other skeletal sites compared to the 2.5 mg daily group.

	Safety
	Not specified


Contraindications1
· Hypersensitivity to any product components.
· Uncorrected hypocalcemia
· Inability to stand or sit upright for at least 60 minutes.
Warnings and Precautions1
· May cause upper GI disorders such as dysphagia, esophagitis, and esophageal or gastric ulcers.

Adverse Effects1
	
	Ibandronate 150 mg/month
	Ibandronate 2.5 mg/day

	Most common, >=2%
	
	

	Abdominal Pain
	7.8%
	5.3%

	Hypertension
	6.3%
	7.3%

	Dyspepsia
	5.6%
	7.1%

	Arthralgia
	5.6%
	3.5%

	Nausea
	5.1%
	4.8%

	Diarrhea
	5.1%
	4.1%

	Back Pain
	4.5%
	4.3%

	Constipation
	4.0%
	2.5%

	Pain in Extremity
	4.0%
	1.3%

	Influenza
	4.0%
	3.8%

	Nasopharyngitis
	3.5%
	4.3%

	Headache
	3.3%
	4.1%

	Influenza-like Illness
	3.3%
	0.8%

	Localized osteoarthritis
	3.0%
	1.3%

	Bronchitis
	2.5%
	3.5%

	UTI
	2.3%
	1.8%

	Dizziness
	2.3%
	1.0%

	Rash
	2.3%
	1.3%

	URI
	2.0%
	2.0%

	Insomnia
	2.0%
	0.8%

	Muscle Cramp
	1.8%
	2.0%


Drug Interactions1
· Products containing calcium and other multivalent cations (such as aluminum, magnesium, iron), Including milk food and antacids (interference with ibandronate absorption)

Dosage and Administration1

USUAL DOSE: One 150 mg tablet once monthly on the same date each month or one 2.5 mg tablet once daily.  To maximize absorption and clinical effect, ibandronate should be taken at least 60 minutes before the first food or drink (other than water) of the day or before taking any oral medication or supplementation, including calcium, antacids, or vitamins.  To facilitate delivery to the stomach and thus reduce the potential for esophageal irritation, tablets should be swallowed whole with a full glass of plain water (6-8 ounces) while the patient is standing or sitting in an upright position.  Patients should not lie down for 60 minutes after taking ibandronate.

Costs (at commonly used dosages)

COST (AWP)*

	GENERIC NAME
	BRAND NAME
	STRENGTH/DOSE
	COST/3 MONTHS

	
	
	
	

	Ibandronate


	Boniva


	150 mg tablets; 1 tablet monthly
	$231.41

	
	
	2.5 mg tablets: 1 tablet daily
	$241.05

	Alendronate


	Fosamax


	70 mg tablets; 1 tablet weekly
	$231.48

	
	
	5 mg tablets; 1 tablet daily
	$258.22

	
	
	10 mg tablets; 1 tablet daily
	$258.22

	Risedronate
	Actonel
	35 mg tablets; 1 tablet weekly
	$221.46

	
	
	5 mg tablets; 1 tablet daily
	$258.24


*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

Ibandronate once-monthly is a bisphosphonate that has demonstrated efficacy for increasing BMD in postmenopausal women.  It is the first available once-a-month treatment option for the treatment and prevention of osteoporosis in postmenopausal women and provides for a convenient dosage schedule and improved patient compliance.  Osteoporosis affects approximately 10 million individuals in the U.S., 8 million of whom are women.  Another 34 million people are estimated to have low bone mass (osteopenia), placing them at increased risk for osteoporosis, which causes bones to become weak and more likely to break, and can result in severe pain, deformity, disability, hospitalization, and death.  Together, osteoporosis and osteopenia are expected to affect an estimated 52 million women and men age 50 and older by 2010, and 61 million by 2020.  Ibandronate was originally approved in 2003 as a 2.5 mg daily tablet, however the daily formulation was not marketed in the U.S.  Patients receiving ibandronate once-monthly will be eligible to sign up for a patient support program designed to help enhance compliance and persistence with this once-monthly regimen. 

Recommendation

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