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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 400 mg tablet of Multaq contains 400 mg of Dronedarone. 
Sanofi Winthrop Industrie, 33440 Ambares, France for sanofi-aventis US, LLC., Bridgewater, NJ 08807.

	
	

	Summary of Findings:
	Multaq is a non-iodinated benzofuran derivative antiarrhythmic agent that has demonstrated efficacy in reducing the risk of cardiovascular hospitalization in patients with paroxysmal or persistent AF or AFL, with a recent episode of AF/AFL and associated risk factors, who are in sinus rhythm or who will be cardioverted.  Multaq is the first drug approved in the U.S. that has shown a clinical benefit to reduce cardiovascular hospitalization in patients with AF/AFL.  In contrast to amiodarone, Multaq is non-iodinated and has a shorter half-life.  The presence of iodine in amiodarone has been implicated as the cause of organ toxicities because of the resulting high lipophilicity and drug accumulation in the thyroid and other organs.  Multaq appears to be less effective than amiodarone in the suppression of AF but better-tolerated, however, more study is needed.  In order to ensure the safe use of Multaq, a Risk Evaluation and Mitigation Strategy (REMS) has been developed by the manufacturer, which includes a communication plan for healthcare professionals, a medication guide for patients, and post-marketing surveillance. 

	
	

	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 
 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
AF affects an estimated 2.5 million people in the U.S. with an estimated median age of 75 years.  The prevalence of AF increases with age and results in both hemodynamic and thromboembolic complications, including increased risk of stroke.  
Dosage Form(s) 1
Each 400 mg tablet of Multaq contains 400 mg of Dronedarone.
Manufacturer
Sanofi Winthrop Industrie, 33440 Ambares, France for sanofi-aventis US, LLC., Bridgewater, NJ 08807.
Indication(s) 1
Multaq is indicated to reduce the risk of cardiovascular hospitalization in patients with paroxysmal or persistent atrial fibrillation (AF) or atrial flutter (AFL), with a recent episode of AF/AFL and associated cardiovascular risk factors (i.e., age > 70, hypertension, diabetes, prior cerebrovascular accident, left atrial diameter >= 50 mm or left ventricular ejection fraction (LVEF) < 40%), who are in sinus rhythm or who will be cardioverted.
Clinical Efficacy1-10 (mechanism of action/pharmacology, comparative efficacy)
Multaq is a non-iodinated benzofuran derivative that has antiarrhythmic properties belonging to all four Vaughan-Williams classes.  It inhibits sodium, potassium, and calcium currents.  Multaq is also a potent inhibitor of the acetylcholine-activated potassium current from atrial and sinoatrial nodal tissue, and inhibits the rapid delayed rectifier more potently than slow and inward rectifier potassium currents and inhibits L-type calcium current.  In addition, Multaq is an antagonist at alpha and beta-adrenoceptors. 
	
	MULTAQ

	Protein binding
	>98%

	Volume of distribution
	1,400 L

	Metabolism
	Extensive in liver via CYP3A to N0debutyl metabolite (active), Oxidative deamination to propanoic acid metabolite (inactive), and direct oxidation.

	Excretion
	Feces (84%),      Urine (6%)

	Half-life (IV)
	13-19 hours


The approval of dronedarone was primarily based upon a multinational, double-blind, randomized, placebo-controlled clinical trial (ATHENA Study) involving 4,628 patients with a recent history of AF/AFL.  Results from this study showed that patients receiving dronedarone experienced a 24% reduction in time to first cardiovascular hospitalization or all-cause mortality compared with placebo (p < 0.0001).  In two other randomized, double-blind, placebo-controlled clinical trials (EURIDIS and ADONIS) involving 1,237 patients in sinus rhythm with a prior episode of AF or AFL, treatment with dronedarone delayed the time to first recurrence of AF/AFL, lowering the risk of first AF/AFL recurrence during the 12-month study period by about 25% with an absolute difference in recurrence rate of approximately 11% at 12 months.  However, in another randomized, placebo-controlled clinical trial (ANDROMEDA) involving patients with congestive heart failure who had been hospitalized or referred to a specialty heart failure clinic for new or worsening heart failure, the study was terminated early because of a greater than two-fold increase in mortality within the dronedarone group.  Dronedarone appears to be less effective than amiodarone in AF suppression, but better tolerated with a lower risk of organ toxicity. 
Clinical Studies

ATRIAL FIBRILLATION (AF) OR ATRIAL FLUTTER (AFL)
	Design
	Multicenter, multinational, double-blind, randomized, placebo controlled clinical trial (ATHENA Study; n=4,628).

	Inclusion Criteria
	Patients with both AF/AFL and sinus rhythm within the previous 6 months >=75 years old, or >=70 years old with at least 1 cardiovascular risk factor.  Approximately 71% of those enrolled had no history of heart failure, while 29% were in NYHA class I-III with stable heart failure.

	Exclusion Criteria
	Cardiac exclusion criteria included permanent AF; an unstable hemodynamic condition; unstable or severe heart failure; planned major surgery; acute myocarditis; bradycardia with a heart rate < 50 beats/minute or a PR interval of more than 0.28 second; previous clinically significant sinus-node disease, if the patient was not currently being treated with a pacemaker.

	Treatment Regimen
	Subjects were randomized and treated for up to 30 months with either Multaq 400 mg twice daily or placebo, in addition to conventional therapy for cardiovascular diseases that included beta-blockers (71%), ACE inhibitors or angiotensin II receptor blockers (ARBs)(69%), digoxin (14%), calcium antagonists (14%), statins (39%), oral anticoagulants (60%), aspirin (44%), other chronic antiplatelet therapy (6%) and diuretics (54%).  The primary endpoint of the study was the time to first hospitalization for cardiovascular reasons or death from any cause.

	Results
	      The percentage of patients with cardiovascular hospitalization or death from any cause (primary endpoint) was 31.6% in patients receiving Multaq compared to 39.2% in patients receiving placebo (HR=0.76, 95% CI: 0.68-0.83, p < 0.0001).  The percentage of patients with death from any cause was 5.0% in patients receiving Multaq compared to 5.8% in patients receiving placebo (HR=0.86, 95% CI: 0.67-1.11, p=0.24).  The percentage of patients with cardiovascular hospitalization was 29.1% in patients receiving Multaq compared to 36.8% in the placebo group (HR=0.74, 95% CI: 0.67-0.82, p< 0.0001).

	Safety
	The Multaq group had higher rates of bradycardia, QT-interval prolongation, nausea, diarrhea, rash, and an increased serum creatinine level than the placebo group.  Rates of thyroid- and pulmonary-related adverse events were not significantly different between the two groups.


Contraindications1
· Class IV heart failure or symptomatic heart failure with a recent decompensation.
· Second or third-degree atrioventricular (AV) block or sick sinus syndrome (except when used in conjunction with a functioning pacemaker.
· Bradycardia < 50 pbm.
· Concomitant use of a strong CYP3A inhibitor.
· Concomitant use of drugs or herbal products that prolong the QT interval and may induce Torsade de Pointes.
· QTc Bazett interval >=500 ms
· Severe hepatic impairment.
· Pregnancy
· Nursing mothers.
Warnings and Precautions1
· Heart failure: If heart failure develops or worsens, consider the suspension or discontinuation of Multaq.
· Hypokalemia and hypomagnesemia: Maintain potassium and magnesium levels within the normal range.

· QT prolongation: Stop Multaq if QTc Bazett >=500 mss

· Increase in creatinine: Within a week, Multaq causes a small increase in serum creatinine that does not reflect a change in underlying renal function.

· Teratogen: Women of childbearing potential should use effective contraception while using Multaq.
Adverse Effects1
	Most common, >=1%
	Multaq
	Placebo

	Diarrhea
	9%
	6%

	Asthenic conditions
	7%
	5%

	Nausea
	5%
	3%

	Rashes, pruritus, eczema, dermatitis
	5%
	3%

	Abdominal pain
	4%
	3%

	Bradycardia
	3%
	1%

	Vomiting
	2%
	1%

	Dyspeptic signs and symptoms
	2%
	1%


Drug Interactions1
· Antiarrhythmics, Class I or III: amiodarone, flecainide, propafenone, quinidine, disopyramide, dofetilide, and sotalol
· Beta-blockers

· Calcium channel blockers

· CYP2C9 substrates

· CYP2D6 substrates

· CYP3A inducers and substrates

· Digoxin

· Drugs that prolong QT interval

· Grapefruit juice

· P-glycoprotein substrates

· Potent CYP3A inhibitors: ketoconazole

· Statins
Dosage and Administration1

USUAL DOSE  Give 400 mg twice daily with morning and evening meals.  Treatment with Class I or III antiarrhythmics (e.g., amiodarone, flecainide, propafenone, quinidine, disopyramide, dofetilide, sotalol) or drugs that are strong inhibitors of CYP3A (e.g., ketoconazole) must be stopped before starting Multaq.
Costs (at commonly used dosages)

COST (WAC)*

	GENERIC NAME
	BRAND NAME
	STRENGTH
	DOSE
	COST / MONTH

	Dronedarone
	Multaq
	400 mg tablets
	1 tablet BID
	$ 216.00

	Amiodarone
	Generic
	200 mg tablets
	2 tablets daily
	$   34.52


*Wholesale Acquisition Cost (WAC)
Conclusion

Multaq is a non-iodinated benzofuran derivative antiarrhythmic agent that has demonstrated efficacy in reducing the risk of cardiovascular hospitalization in patients with paroxysmal or persistent AF or AFL, with a recent episode of AF/AFL and associated risk factors, who are in sinus rhythm or who will be cardioverted.  Multaq is the first drug approved in the U.S. that has shown a clinical benefit to reduce cardiovascular hospitalization in patients with AF/AFL.  In contrast to amiodarone, Multaq is non-iodinated and has a shorter half-life.  The presence of iodine in amiodarone has been implicated as the cause of organ toxicities because of the resulting high lipophilicity and drug accumulation in the thyroid and other organs.  Multaq appears to be less effective than amiodarone in the suppression of AF but better-tolerated, however, more study is needed.  In order to ensure the safe use of Multaq, a Risk Evaluation and Mitigation Strategy (REMS) has been developed by the manufacturer, which includes a communication plan for healthcare professionals, a medication guide for patients, and post-marketing surveillance. 
Recommendation

MO HealthNet Division recommends Open Access status for this product.
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