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Drug Monograph

	Drug/Drug Class:
	Arcapta Neohaler (Indacaterol) Inhalation Powder / COPD Agent 
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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 Arcapta contains 75 mcg Indacaterol inhalation powder. Each Arcapta Neohaler kit contains one Neohaler and 30 capsules.
Novartis Pharma Stein AG, Stein, Switzerland and distributed by Novartis Pharmaceuticals Corp., East Hanover, NJ 07936

	
	

	Summary of Findings:
	Arcapta is a once daily long-acting beta-2-adrenergic agonist that has demonstrated efficacy for maintenance bronchodilator treatment of chronic obstructive pulmonary disease (COPD). It is the first once daily long-acting beta-2-adrenergic agonist to be approved for maintenance treatment of airflow obstruction in patients with COPD. For the treatment of COPD, once daily Arcapta appears to provide superior bronchodilation when compared with twice daily salmeterol or formoterol. It seems to be at least as effective as once daily Spiriva and has a quicker onset, but more study is needed. However, Arcapta is not indicated to treat acute deterioration of COPD or asthma.


	
	

	Status Recommendation:
	 FORMCHECKBOX 
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 Open Access
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	Type of PA Criteria:
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 Increased Risk of ADE
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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
COPD is a chronic, progressive lung disease that results in airflow obstruction and debilitating bouts of breathlessness. More than 12 million people in the United States are affected, while an estimated 12 million additional people are believed to have the disease but remain undiagnosed. COPD is the third leading cause of death in the United States and a major cause of serious long-term disability.
Dosage Form(s)1 
Each capsule of Arcapta contains 75 mcg Indacaterol inhalation powder. Each Arcapta Neohaler kit contains one Neohaler and 30 capsules.
Manufacturer1
Novartis Pharma Stein AG, Stein, Switzerland and distributed by Novartis Pharmaceuticals Corp., East Hanover, NJ 07936
Indication(s) 1
Arcapta inhalation powder is indicated for the long-term, once daily maintenance bronchodilator treatment of airflow obstruction in patients with COPD, including chronic bronchitis and/or emphysema. Important limitations: 1) Arcapta is not indicated to treat acute deterioration of COPD, 2) Arcapta is not indicated for asthma.
Clinical Efficacy (mechanism of action/pharmacology, comparative efficacy)1-21
Arcapta is a long-acting beta-2-adrenergic agonist. When inhaled, Arcapta acts locally in the lung as a bronchodilator. Beta-2 receptors are the predominant adrenergic receptors in bronchial smooth muscle and beta-1 receptors are the predominant receptors in the heart; however, there are also beta-2 receptors in the heart that comprise 10% to 50% of the total adrenergic receptors. The precise function of these receptors is unknown, but their presence raises the possibility that even highly selective beta-2-adrenergic agonists may have cardiac effects. The pharmacologic effects of beta-2 agonists, including Arcapta, are partly attributable to stimulation of intracellular adenyl cyclase. This enzyme catalyzes the conversion of adenosine triphosphate (ATP) to cyclic-3',5'-adenosine monophosphate (AMP; cyclic monophosphate). Increased cyclic AMP levels cause relaxation of bronchial smooth muscle. In vitro studies have shown that Arcapta has more than a 24-fold greater agonist activity at beta-2 receptors when compared with beta-1 receptors and a 20-fold greater agonist activity at beta-2 receptors when compared with beta-3 receptors. This selectivity profile is similar to formoterol.  
	
	ARCAPTA

	Protein binding
	95.1% to 96.2% (plasma)

	Volume of distribution
	2361 to 2557 L

	Metabolism
	Hydroxylation and phenolic O-glucuronidation via CYP3A4 and UGT, respectively.

	Excretion
	Feces (77%)

Urine (5%)

	Half-life (terminal)
	45.5 to 126 hours


Numerous clinical trials have demonstrated the efficacy of Arcapta in the treatment of adults with COPD. The approval of Arcapta was primarily based upon 6 randomized, double-blind, placebo and active-controlled clinical trials involving 5474 patients, ages 40 years and older, with COPD. Results from all 6 of the trials showed that treatment with Arcapta resulted in significantly greater 24-hour post-dose forced expiratory volume in 1 second (FEV1) compared with placebo at 12 weeks. For the treatment of COPD, once daily Arcapta appears to provide superior bronchodilation when compared with twice daily salmeterol or formoterol. It seems to be at least as effective as once daily Spiriva and has a quicker onset, but more study is needed.
CHRONIC OBSTRUCTIVE PULMONARY DISEASE
	STUDY DESIGN
	Six randomized, double-blind, placebo and active-controlled clinical trials. Trial 3, was a 26-week seamless adaptive design trial that included an initial 2-week dose-ranging phase; Trials 4, 5, and 6 were 12-week trials; Trial 7 was a 26-week trial; and Trial 8 was a 52-week trial (n=5474).
	

	INCLUSION CRITERIA
	Patients with a clinical diagnosis of COPD; 40 years of age or older; a smoking history of at least 10 pack years; a post-bronchodilator FEV1 of less than 80% and at least 30% of the predicted normal value; and a post-bronchodilator ratio of FEV1 over forced vital capacity of less than 70%.
	

	EXCLUSION CRITERIA
	Not specified.
	

	TREATMENT REGIMEN
	After the initial 2-week dose-ranging portion of the design, Trial 3 was conducted with Arcapta doses of 150 mcg and 300 mcg once daily, placebo, and an active comparator. Trials 4 and 5 were conducted with an Arcapta dose of 75 mcg once daily and placebo. Trial 6 was conducted with an Arcapta dose of 150 mcg once daily and placebo. Trial 7 was conducted with an Arcapta dose of 150 mcg once daily, an active comparator, and placebo. Trial 8 was conducted with Arcapta doses of 300 mcg and 600 mcg once daily, an active comparator, and placebo. The approved dose of Arcapta is 75 mcg once daily, so Trials 4 and 5 are the main focus of the results section. Health-related quality of life was measured using the St. George's Respiratory Questionnaire (SGRQ) in all six COPD trials. SGRQ is a disease-specific patient reported instrument that measures symptoms, activities, and disease impact on daily life.
	

	RESULTS
	In each of the six COPD trials, all doses of Arcapta tested (75 mcg, 150 mcg, 300 mcg, and 600 mcg) showed significantly greater 24-hour post-dose trough FEV1 compared with placebo at 12 weeks. Results from Trial 4 (n=323) showed that the trough FEV1 at week 12 was 1.38 L for patients receiving Arcapta 75 mcg compared with 1.26 L for placebo for a mean treatment difference of 0.12 (95% confidence interval (CI), 0.08 to 0.15 L). Results from Trial 5 (n=318) showed that trough FEV1 at week 12 was 1.49 L for patients receiving Arcapta 75 mcg compared with 1.35 L for placebo for a mean treatment difference of 0.14 (95% CI, 0.1 to 0.18 L). In addition, serial FEV1 measurements in patients treated with Arcapta demonstrated a bronchodilatory treatment effect after the first dose compared with placebo at 5 minutes post-dose of 0.09 L (Trial 4) and 0.1 L (Trial 5). The mean peak improvement relative to baseline within the first 4 hours after the first dose (Day 1) was 0.19 L (Trial 4) and 0.22 L (Trial 5); the same measurement was 0.24 L (Trial 4) and 0.27 L (Trial 5) after 12 weeks. The improvement in lung function observed at week 4 was consistently maintained over the 12-week treatment period in both trials. In Trial 5, 24-hour spirometry was assessed in a subset of 239 patients. In both Trials 4 and 5, patients receiving Arcapta used less albuterol rescue during the trial compared with patients using placebo. At week 12, pooled data from the trials demonstrated an improvement over placebo with a total SGRQ score of -3.8 (95% CI, -5.3 to -2.3) for Arcapta 75 mcg, -4.6 (95% CI, -5.5 to -3.6) for 150 mcg, and -3.8 (95% CI, -4.9 to -2.8) for 300 mcg.
	

	SAFETY
	The most common adverse reactions (>= 2% and > placebo) were cough, oropharyngeal pain, nasopharyngitis, headache, and nausea.
	


Contraindications1
· Not indicated for the treatment of asthma.
Warnings and Precautions1
· Do not initiate in acutely deteriorating COPD patients. 

· Do not use for relief of acute symptoms; short-acting beta-2 agonists can be used. 

· Do not exceed the recommended dose; excessive use or use in conjunction with other long-acting beta-2 agonists can result in clinically significant cardiovascular effects and may be fatal. 

· Life-threatening paradoxical bronchospasm can occur; discontinue immediately. 

· Use with caution in patients with cardiovascular or convulsive disorders, thyrotoxicosis, or sensitivity to sympathomimetic drugs. 

· Significant hypokalemia may occur which could result in cardiovascular effects; the decrease in serum potassium is usually transient and does not supplementation. 

· High doses of beta-2-adrenergic agonists may increase plasma glucose. 
Adverse Effects1
	Most Common, 
≥ 2%
	Arcapta
	Placebo

	Cough
	6.5%
	4.5%

	Nasopharyngitis
	5.3%
	2.7%

	Headache
	5.1%
	2.5%

	Nausea
	2.4%
	0.9%

	Oropharyngeal pain
	2.2%
	0.7%


Drug Interactions1
· Beta-blockers. 

· Diuretics. 

· MAO inhibitors. 

· Non-potassium-sparing diuretics. 

· QT-prolonging drugs. 

· Steroids. 

· Tricyclic antidepressants. 

· Xanthine derivatives.
Dosage and Administration1
USUAL DOSE Inhale 75 mcg once a day. Use capsules only with the Neohaler inhaler.
Costs (at commonly used dosages)

COST (WAC)*

	GENERIC NAME
	BRAND NAME
	STRENGTH 
	DOSE
	COST/CAPSULE

	Indacaterol inhalation powder
	Arcapta Neohaler
	75 mcg capsule
	1 capsule daily
	$ 5.44


*Wholesale Acquisition Cost (WAC)
Conclusion

Arcapta is a once daily long-acting beta-2-adrenergic agonist that has demonstrated efficacy for maintenance bronchodilator treatment of COPD. It is the first once daily long-acting beta-2-adrenergic agonist to be approved for maintenance treatment of airflow obstruction in patients with COPD. For the treatment of COPD, once daily Arcapta appears to provide superior bronchodilation when compared with twice daily salmeterol or formoterol. It seems to be at least as effective as once daily Spiriva and has a quicker onset, but more study is needed. However, Arcapta is not indicated to treat acute deterioration of COPD or asthma.
Recommendation

This drug is being reviewed for inclusion in the state specific PDL and is currently under solicitation.
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