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Drug Monograph

	Drug/Drug Class:
	Letairis (Ambrisentan) Tablets / Antihypertensive Agent

	
	

	Prepared for:
	MO HealthNet

	Prepared by:
	ACS - Heritage Information Systems, Inc.


 FORMCHECKBOX 
 New Criteria


 FORMCHECKBOX 
 Revision of Existing Criteria

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 5 mg tablet of Letairis contains 5 mg of Ambrisentan and each 10 mg tablet of Letairis contains 10 mg of Ambrisentan.
Gilead Sciences, Inc., Foster City, CA 94404

	
	

	Summary of Findings:
	Ambrisentan is an endothelin receptor antagonist that has demonstrated efficacy in the once-daily treatment of Pulmonary Arterial Hypertension (PAH).  In contrast to bosentan, which is a nonselective endothelin receptor antagonist, ambrisentan is a selective endothelin type A receptor antagonist.  However, it is unclear whether this selectivity is clinically superior in patient outcome.  Ambrisentan may offer the potential for less drug interactions than bosentan, but clinical comparisons are not available.  Due to the risks of liver injury and birth defects, ambrisentan will only be available through LEAP, a restrictive distribution program designed to help patients learn about these risks.  Ambrisentan was granted a priority review and orphan drug status by the FDA.  Additional selective endothelin receptor antagonists are also under development. 

	
	

	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 
 15 Day Quantity Limitation
	 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
PAH is estimated to afflict approximately 100,000 people in the U.S.  It is a serious chronic disorder that involves high blood pressure and structural changes in the walls of the pulmonary arteries.  PAH causes shortness of breath, limits activity, and is eventually fatal unless treated successfully with heart/lung or lung transplantation.
Dosage Form(s) 1
Each 5 mg tablet of Letairis contains 5 mg of Ambrisentan and each 10 mg tablet of Letairis contains 10 mg of Ambrisentan.
Manufacturer
Gilead Sciences, Inc., Foster City, CA 94404
Indication(s) 1
Letairis is indicated in the treatment of pulmonary arterial hypertension (WHO Group 1) in patients with WHO class II or III symptoms to improve exercise capacity and delay clinical worsening.
Clinical Efficacy1-5 (mechanism of action/pharmacology, comparative efficacy)
Ambrisentan is a selective endothelin type A receptor antagonist.  Endothelin-1 (ET-1) is a potent endogenous vasoconstrictor and smooth muscle mitogen that has been shown to be overexpressed in the plasma and lung tissue of patients with PAH.  Two receptor subtypes, ET(A) and ET(B), mediate the effects of ET-1 in the vascular smooth muscle and endothelium.  Activation of ET(A) leads to vasoconstriction and vascular smooth muscle cell proliferation, while ET(B) activation leads to the clearance of endothelin and a compensatory vasodilatory response.  The antagonism of ET(A) receptors by ambrisentan is thought to aid in reducing the symptomatology and progression of PAH disease. 

	
	LETAIRIS

	Protein binding
	99%

	Volume of distribution (IV)
	---

	Metabolism
	Not well-characterized

	Ecretion
	Predominantly non-renal

	Half-life
	9-15 hours


The effectiveness of ambrisentan was demonstrated in two 12-week, double-blind, placebo-controlled clinical trials involving 393 patients with PAH.  Results from these studies showed that treatment with ambrisentan (5 mg or 10 mg once-daily) resulted in a significant improvement in six-minute walk distance compared to placebo.  In addition, patients treated with ambrisentan had a significantly delayed time to clinical worsening of PAH.  This was defined as the first occurrence of lung transplantation, death, hospitalization for PAH, atrial septostomy, study withdrawal due to the addition of other PAH therapeutic agents, or study withdrawal due to early escape (progressive disease).
Clinical Studies

PULMONARY ARTERIAL HYPERTENSION
	Design
	Two 12-week, randomized, double-blind, placebo-controlled, multicenter clinical trials (ARIES-1 and AIRES-2 (N=393)

	Inclusion Criteria
	Patients with PAH (WHO Group 1)

	Exclusion Criteria
	Not specified

	Treatment Regimen
	Patients were randomized to treatment with once-daily ambrisentan (2.5 mg, 5 mg, 10 mg) or placebo.

	Results
	In ARIES-1, placebo-adjusted mean and median changes in the six-minute walk distance from baseline of 31 meters and 27 meters (p = 0.008), respectively, were observed for the 5 mg dose of ambrisentan.  Placebo-adjusted mean and median changes from baseline of 51 meters and 39 meters (p < 0.001), respectively, were observed for the 10 mg dose.  In ARIES-2, placebo-adjusted mean and median changes from baseline of 32 meters and 30 meters (p = 0.022), respectively, were observed for the 2.5 mg dose.  Placebo-adjusted mean and median changes from baseline of 59 meters and 45 meters (p < 0.001), respectively, were observed for the 5 mg dose.  Treatment with ambrisentan also significantly delayed time to clinical worsening of PAH.  In ARIES-1, clinical worsening occurred in 3% of patients treated with ambrisentan compared to 10% of patients receiving placebo (Hazard ratio = 0.28, p = 0.044).  In ARIES-2, clinical worsening occurred in 6% of ambrisentan treated patients compared to 22% in the placebo group (Hazard ratio = 0.30, p = 0.006).

	Safety
	Not specified


Contraindications1
· Women who are or may become pregnant.
Warnings and Precautions1
· Elevations of liver aminotransferases (ALT, AST) have been reported and serious liver injury has been reported with related durgs.  Monitor liver aminotransferases monthly and discontinue therapy if > 5 X ULN or if elevations are accompanied by bilirubin > 2 X ULN or by signs or symptoms of liver dysfunction.
· Decreases in hemoglobin concentration and hematocrit have followed administration of other endothelin receptor antagonists and were observed in clinical studies with ambrisentan.

· Peripheral edema is a known class effect of endothelin receptor antagonists and is also a clinical consequence of PAH and worsening of PAH.

· Use caution when co-administered with cyclosporine A because cyclosporine A may cause increased exposure to ambrisentan.

· Use caution when co-administered with strong CYP3A-inhibitors and CYP2C19 inhibitors.

· Because of the risks of liver injury and birth defects, ambrisentan is available only through a special restricted distribution program called the Letairis Education and Access Program (LEAP).
Adverse Effects1
	Most common >= 3%
	Letairis
	Placebo

	
	
	

	Perpheral edema
	17%
	11%

	Headache
	15%
	14%

	Nasal Congestion
	6%
	2%

	Palpitations
	5%
	2%

	Flushing
	4%
	1%

	Constipation
	4%
	2%

	Dyspnea
	4%
	3%

	Sinusitis
	3%
	0%

	Nasopharyngitis
	3%
	1%

	Abdominal pain
	3%
	1%


Drug Interactions1
· Atazanavir
· Clarithromycin

· Cyclosporine

· Indinavir

· Itraconazole

· Ketoconazole

· Nefazodone

· Nelfinavir

· Omeprazole

· Rifampin

· Ritonavir

· Squinavir

· Telithromycin
Dosage and Administration1

USUAL DOSE  Initiate treatment at 5 mg once daily and consider increasing the dose to 10 mg once daily if 5 mg is tolerated.
Costs (at commonly used dosages)

COST (WAC)*

	GENERIC NAME
	BRAND NAME
	STRENGTH
	DOSE
	COST / MONTH

	Ambrisentan
	Letairis
	5 mg tablets
	1 tablet daily
	$ 3,939.00

	
	
	10 mg tablets
	1 tablet daily
	$ 3,939.00

	Bosentan
	Tracleer
	62.5 mg tablets
	1 tablet BID
	$ 3,940.20

	
	
	125 mg tablets
	1 tablet BID
	$ 3,940.20


*Wholesale Acquisition Cost (WAC)
Conclusion

Ambrisentan is an endothelin receptor antagonist that has demonstrated efficacy in the once-daily treatment of Pulmonary Arterial Hypertension (PAH).  In contrast to bosentan, which is a nonselective endothelin receptor antagonist, ambrisentan is a selective endothelin type A receptor antagonist.  However, it is unclear whether this selectivity is clinically superior in patient outcome.  Ambrisentan may offer the potential for less drug interactions than bosentan, but clinical comparisons are not available.  Due to the risks of liver injury and birth defects, ambrisentan will only be available through LEAP, a restrictive distribution program designed to help patients learn about these risks.  Ambrisentan was granted a priority review and orphan drug status by the FDA.  Additional selective endothelin receptor antagonists are also under development.
Recommendation

The MO HealthNet Division recommends Open Access status for this drug.
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