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Drug Monograph

	Drug/Drug Class:
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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 tablet of Edarbi 40 mg contains 40 mg of Azilsartan Medoxomil and each tablet of Edarbi 80 mg contains 80 mg of Azilsartan Medoxomil.
Takeda Pharamceuticals, Deerfield, IL 60015

	
	

	Summary of Findings:
	Edarbi is an ARB that has demonstrated efficacy for the treatment of hypertension in adults.  While Edarbi appears to be more effective in lowering 24-hour blood pressure when compared with olmesartan and valsartan, it enters a crowded marketplace of ARBs. The manufacturer has also submitted a New Drug Application in the United States for a fixed-dose combination of azilsartan plus chlorthalidone for the treatment of hypertension.

	
	

	Status Recommendation:
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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
Hypertension is a chronic medical condition that is defined as a systolic blood pressure of 140 mmHg or greater or a diastolic blood pressure of 90 mmHg or greater. Hypertension impacts approximately 75 million Americans or nearly one in three adults. It is estimated that approximately one billion people are affected worldwide, and this may increase to 1.5 billion by 2025. Hypertension typically has no symptoms and adults of all ages and backgrounds are susceptible; however, the risk of developing the condition increases with age, with more than half of adults over the age of 60 years affected.
Dosage Form(s) 
Each tablet of Edarbi 40 mg contains 40 mg of Azilsartan Medoxomil and each tablet of Edarbi 80 mg contains 80 mg of Azilsartan Medoxomil.
Manufacturer
Takeda Pharmaceuticals, Deerfield, IL 60015

Indication(s) 1
 Edarbi is indicated in the treatment of hypertension, either alone or in combination with other antihypertensive agents.
Clinical Efficacy (mechanism of action/pharmacology, comparative efficacy)1-5
Azilsartan medoxomil (Edarbi) is the prodrug form of azilsartan. It is hydrolyzed to azilsartan, the active metabolite, in the gastrointestinal tract during absorption. Edarbi is an angiotensin II receptor antagonist (ARB). It blocks the vasoconstrictor and aldosterone-secreting effects of angiotensin II by selectively blocking the binding of angiotensin II to the AT1 receptor in tissues, including vascular smooth muscle and the adrenal gland. Edarbi does not inhibit angiotensin-converting enzyme (ACE, kinase II), and it does not bind or block other hormone receptors or ion channels that are important in cardiovascular regulation. When the angiotensin II receptor is blocked, there is inhibition of the negative regulatory feedback on renin secretion. But the resulting increase in plasma renin activity and angiotensin II levels does not overcome the effect of Edarbi on blood pressure.
	
	EDARBI

	Protein binding
	> 99%

	Volume of distribution
	16 L

	Metabolism
	O-dealkylation and decarboxylation via CYP2C9

	Excretion
	Urine and Feces

	Half-life
	11 hours


The antihypertensive effects of Edarbi have been demonstrated in numerous double-blind, randomized, placebo-controlled clinical trials involving approximately 6000 patients with mild, moderate, or severe hypertension. Results from these studies showed that treatment with Edarbi significantly lowered blood pressure when compared with placebo. Edarbi appears to be more effective in lowering blood pressure when compared with valsartan and olmesartan, but comparative studies with other ARB agents are not available.
HYPERTENSION – VALSARTAN AND OLMESARTAN COMPARISON
	STUDY DESIGN
	Multicenter, randomized, double-blind, placebo-controlled, active comparator, 6-week clinical trial (n=1291).

	INCLUSION CRITERIA
	Men and women >= 18 years of age with primary hypertension (systolic blood pressure (SBP) >= 150 mmHg and <= 180 mmHg).

	EXCLUSION CRITERIA
	Known or suspected secondary hypertension; severe diastolic hypertension; clinically significant renal, metabolic, hepatic, or psychiatric disorders; clinically relevant or unstable cardiovascular diseases; type 1 or poorly controlled type 2 diabetes; night-shift workers; and pregnant or nursing women.

	TREATMENT REGIMEN
	Patients were randomized to receive Edarbi (40 or 80 mg/day), olmesartan 40 mg/day, valsartan 320 mg/day, or placebo.

	RESULTS
	Edarbi 80 mg had superior efficacy to both valsartan 320 mg and olmesartan 40 mg: placebo-adjusted 24-hour SBP was lowered (-14.3 mmHg) more than valsartan (-10 mmHg; p < 0.001) and olmesartan (-11.7 mmHg; p=0.009). Edarbi 40 mg was noninferior to olmesartan 40 mg, with a difference of -1.4 mmHg (95% confidence interval (CI), -3.3 to 0.5)). Both doses of Edarbi were superior to the comparator ARBs for SBP.

	SAFETY
	Safety and tolerability were similar among the placebo and treatment groups.


HYPERTENSION – OLMESARTAN COMPARISON

	STUDY DESIGN
	Multicenter, randomized, double-blind, parallel group, placebo-controlled, 6-week clinical trial (n=1275).

	INCLUSION CRITERIA
	Patients with primary hypertension and baseline 24-hour mean ambulatory SBP >= 130 mmHg and <= 170 mmHg.

	EXCLUSION CRITERIA
	Sitting clinic diastolic blood pressure > 114 mmHg; history of major cardiovascular events; significant cardiac conduction defects; secondary hypertension; poor compliance during the placebo run-in period; severe renal impairment; known or suspected renal artery stenosis; type 1 or poorly controlled type 2 diabetes; significant hepatic abnormalities; or a baseline ambulatory BP monitoring reading of insufficient quality.

	TREATMENT REGIMEN
	Patients were randomized to Edarbi (20, 40, or 80 mg/day), olmesartan 40 mg/day, or placebo.

	RESULTS
	Dose-dependent reductions in 24-hour mean SBP at study end occurred in all Edarbi groups. The reduction in 24-hour mean SBP was greater with Edarbi 80 mg than with olmesartan 40 mg by 2.1 mmHg (95% CI, -4 to -0.1; p=0.038), while Edarbi 40 mg was noninferior to olmesartan 40 mg.

	SAFETY
	The side effect profiles of both ARBs were similar to placebo.


Contraindications1
· None
Warnings and Precautions1
· Avoid fetal or neonatal exposure.
· Correct volume or salt depletion prior to administration of Edarbi.

· Monitor for worsening renal function in patients with renal impairment.
Adverse Effects1
Most common, <= 2%
· Asthenia

· Cough

· Diarrhea

· Dizziness

· Fatigue

· Muscle spasm

· Nausea

Drug Interactions1
· None noted.
Dosage and Administration1
USUAL DOSE The recommended dose in adults is 80 mg po once daily as monotherapy or combined with other antihypertensives.  For patients who are being treated with high doses of diuretics, the starting dose is 40 mg/day.  Edarbi may be administered with or without food.
Costs (at commonly used dosages)

COST (WAC)*

	GENERIC NAME
	BRAND NAME
	STRENGTH & DOSE
	COST / MONTH

	Azilsartan
	Edarbi
	40 mg daily
	$ 73.50

	Azilsartan
	Edarbi
	80 mg daily 
	$  73.50

	Olmesartan
	Benicar
	20 mg daily
	$  75.60

	Olmesartan
	Benicar
	40 mg daily
	$ 105.30

	Valsartan
	Diovan
	80 mg daily
	$   80.82

	Valsartan
	Diovan
	160 mg daily
	$   86.91

	Valsartan
	Diovan
	320 mg daily
	$ 109.92


*Wholesale Acquisition Cost (WAC)
Conclusion

Edarbi is an ARB that has demonstrated efficacy for the treatment of hypertension in adults.  While Edarbi appears to be more effective in lowering 24-hour blood pressure when compared with olmesartan and valsartan, it enters a crowded marketplace of ARBs. The manufacturer has also submitted a New Drug Application in the United States for a fixed-dose combination of azilsartan plus chlorthalidone for the treatment of hypertension.
Recommendation

This drug is being reviewed for inclusion in the state specific Preferred Drug List.  It is currently under solicitation.
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