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Drug Monograph

	Drug/Drug Class:
	Benicar HCT (Olmesartan/Hydrochlorothiazide) / Antihypertensive 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, or require prior authorization for use. 

	
	

	
	

	Dosage Forms & Manufacturer:
	Oral tablets

Sankyo Pharma, Inc., Parsippany, NJ 07504 

	
	

	
	

	Summary of Findings:
	The combining of two drug ingredients into one dose form has the potential to improve performance.  There is an AWP cost savings in Benicar HCT 20 mg/12.5 mg and 40 mg/12.5 mg.  There would be an additional program savings because there would be one dispensing fee versus two and there would be a savings to the patient because there would be one co-pay versus two co-pays. 
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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 or not (open access). 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

Benicar HCT combines the angiotensin II receptor antagonist, Benicar (olmesartan medoxomil), with the thiazide diuretic, hydrochlorothiazide, into one tablet.  This may improve compliance.

Dosage Form(s)

Oral tablets

Manufacturer
Sankyo Pharma, Inc.

Indication(s)1,2
Benicar HCT is indicated for the treatment of hypertension.  This fixed dose combination is not indicated for initial therapy.

Clinical Efficacy1,2 (mechanism of action/pharmacology, comparative efficacy)
Benicar HCT is a combination of an angiotensin II receptor antagonist and a thiazide diuretic.  Olmesartan medoxomil blocks the vasoconstrictor effects of angiotensin II by selectively blocking the binding of angiotensin II to the AT1 receptor in vascular smooth muscle.  Its action is, therefore, independent of the pathways for angiotensin II synthesis.  Blockade of the angiotensin II receptor inhibits the negative regulatory feedback of angiotensin II on rennin secretion, but the resulting increased plasma rennin activity and circulating angiotensin II levels do not overcome the effect of olmesartan on blood pressure.  Hydrocholorothiazide affects the renal tubular mechanisms of electrolyte reabsorption, directly increasing excretion of sodium and chloride in approximately equivalent amounts.  Indirectly, the diuretic action of hydrochlorothiazide reduces plasma volume, with consequent increases in plasma rennin activity, increases in aldosterone secretion, increases in urinary potassium loss, and decreases in serum potassium.  The rennin-aldosterone link is mediated by angiotensin II, so co-administration of an angiotensin II receptor antagonist tends to reverse the potassium loss associated with hydrochlorothiazide. Olmesartan medoxomil is rapidly and completely bioactivated by ester hydrolysis to olmesartan during absorption from the gastrointestinal tract. Olmesartan appears to be eliminated in a biphasic manner with a terminal elimination half-life of approximately 13 hours. Olmesartan shows linear pharmacokinetics following single oral doses of up to 320 mg and multiple oral doses of up to 80 mg. Steady-state levels of olmesartan are achieved within 3 to 5 days and no accumulation in plasma occurs with once-daily dosing.  The absolute bioavailability of olmesartan is approximately 26%.  After oral administration, the peak plasma concentration (Cmax) of olmesartan is reached after 1 to 2 hours. Food does not affect the bioavailability of olmesartan. When hydrochlorothiazide plasma levels have been followed for at least 24 hours, the plasma half-life has been observed to vary between 5.6 and 14.8 hours.  Following the rapid and complete conversion of olmesartan medoxomil to olmesartan during absorption, there is virtually no further metabolism of olmesartan.  Hydrochlorothiazide is not metabolized but is eliminated rapidly by the kidney. At least 61% of the oral dose is eliminated unchanged within 24 hours.

Placebo-Adjusted Changes in Sitting Systolic/Diastolic Blood Pressure (mmHg)

	HCTZ Dose
	Olmesartan Medoxomil Dose

	
	0 mg
	10 mg
	20 mg
	40 mg

	0 mg
	--
	7/5
	12/5
	13/7

	12.5 mg
	5/1
	17/8
	17/8
	16/10

	25 mg
	14/5
	19/11
	22/11
	24/14


Adverse Effects1,2
	
	Olmesartan/HCTZ (N=247) 

%
	Placebo (N=42) 

%
	Olmesartan (N=125) 

%
	HCTZ (N=88) 

%

	Gastrointestinal
	
	
	
	

	Nausea
	3
	0
	2
	1

	
	
	
	
	

	Metabolic
	
	
	
	

	Hyperuricemia
	4
	2
	0
	2

	
	
	
	
	

	Nervous System
	
	
	
	

	Dizziness
	9
	2
	1
	8

	
	
	
	
	

	Respiratory
	
	
	
	

	Upper Respiratory Tract Infection
	7
	0
	6
	7


The following adverse events were also reported at a rate of >2%, but were as, or more, common in the placebo group; headache and urinary tract infections

Other adverse events that have been reported with an incidence of greater than 1.0% whether or not attributed to treatment, in the more than 1200 hypertensive patients treated with olmesartan medoxomil-hydrochlorothiazide in controlled or open-label trials are listed below.

Chest pain, back pain, peripheral edema, vertigo, abdominal pain, dyspepsia, gastroenteritis, diarrhea, SGOT increased, GGT increased, SGPT increased, hyperlipemia, creatinine phosphokinase increased, hyperglycemia, arthritis, arthralgia, myalgia, coughing, rash and hematuria

Drug Interactions1,2
No significant drug interactions were reported in studies in which olmesartan medoxomil was co-administered with hydrochlorothiazide, digoxin or warfarin in healthy volunteers.  The bioavailability of olmesartan was not significantly altered by the co-administration of antacids.  Olmesartan medoxomil is not metabolized by the cytochrome P450 system and has no effects on P450 enzymes.  When administered concurrently the following drugs may interact with thiazide diuretics: Alcohol, barbiturates, narcotics, antidiabetic drugs (oral agents and insulin), other antihypertensive drugs, cholestyramine and colestipol resins, corticosteroids, pressor amines (e.g. Norepinephrine), skeletal muscle relaxants, non depolarizing (e.g. Tubocurarine), lithium, and non-steroidal anti-inflammatory drugs. 

Dosage and Administration1,2
The usual recommended starting dose of Benicar (olmesartan medoxomil), the single agent, is 20 mg once daily when used as monotherapy in patients who are not volume-contracted.  For patients requiring further reduction in blood pressure after 2 weeks of therapy, the dose may be increased to 40 mg.  Doses above 40 mg do not appear to have greater effect.  Twice-daily dosing offers no advantage over the same total dose given once daily.  Hydrochlorothiazide is effective in doses between 12.5 mg and 50 mg once daily.  Benicar HCT may be substituted for its titrated components.  Dosing should be individualized.  Depending on the blood pressure response, the dose may be titrated at intervals of 2-4 weeks.  See package insert for additional information regarding dose titration by clinical effect.

Cost Comparison3 (at commonly used dosages)

	DRUG
	STRENGTH
	AWP

	Benicar
	5 mg
	$1.40

	Benicar
	20 mg
	$1.40

	Benicar
	40 mg
	$1.40

	Hydrochlorothiazide
	12.5 mg
	$0.36*

	Hydrochlorothiazide
	25 mg
	$0.05*

	Hydrochlorothiazide
	50 mg
	$0.09*

	Benicar HCT
	20 mg/12.5 mg
	$1.69

	Benicar HCT
	40 mg/12.5 mg
	$1.69

	Benicar HCT
	40 mg/25 mg
	$1.69

	Benicar + Hydrochlorothiazide
	20 mg/12.5 mg
	$1.76**

	Benicar + Hydrochlorothiazide
	40 mg/12.5 mg
	$1.76**

	Benicar + Hydrochlorothiazide
	40 mg/25 mg
	$1.49**


* MAC

** Hydrochlorothiazide MAC used

Conclusion

The combining of two drug ingredients into one dose form has the potential to improve performance.  There is an AWP cost savings in Benicar HCT 20 mg/12.5 mg and 40 mg/12.5 mg.  There would be an additional program savings because there would be one dispensing fee versus two and there would be a savings to the patient because there would be one co-pay versus two co-pays. 

Recommendation

It is recommended that this drug be given open access status.
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