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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:
	600mg-12.5mg tablet, 600mg-25mg tablet

Biovail Pharmaceuticals, Inc.

	
	

	
	

	Summary of Findings:
	Teveten HCT is a combination of eprosartan mesylate and hydrochlorothiazide.  It has FDA approval for the treatment of hypertension.  Eprosartan mesylate works by blocking the angiotensin II receptor, thus preventing blood pressure increase.   The exact antihypertensive mechanism of hydrochlorothaizide is unknown.  The combination of hydrochlorothiazide with eprosartan provides additive blood pressure lowering effects.  Potential drug interactions with Teveten HCT are a result of the hydrochlorothiazide component.  Unlike other available angiotensin II receptor blockers, drug interactions with eprosartan have not been identified. Teveten HCT pricing is favorable when compared to other available combination products consisting of angiotensin II receptor antagonist component and hydrochlorothiazide.

	
	

	
	

	Status Recommendation:
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 Open Access
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	Type of PA Criteria:
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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 guiding 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.

Introduction1

Teveten HCT is a combination of eprosartan mesylate and hydrochlorothiazide.  It has FDA approval for the treatment of hypertension. 

Dosage Form(s)

600mg-12.5mg tablet, 600mg-25mg tablet
Manufacturer

Biovail Pharmaceuticals, Inc.

Indication(s)

Hypertension

Clinical Efficacy (mechanism of action/pharmacology, comparative efficacy)1,2,3
The hormone angiotensin II plays a role in hypertension by causing blood vessels to constrict, which raises blood pressure.  Eprosartan mesylate works by blocking the angiotensin II receptor, thus preventing blood pressure increase.   The exact antihypertensive mechanism of hydrochlorothiazide is unknown.  Depletion of sodium may play a primary role.   With initial therapy, cardiac output decreases and extracellular volume diminishes. With continued therapy, cardiac output normalizes, peripheral vascular resistance falls, and there is a persistent small reduction in extracellular volume.

The safety and efficacy of eprosartan has been established in placebo controlled clinical trials.  Significant decreases in sitting systolic and diastolic blood pressure at trough were obtained with doses of 600mg to 1200mg once daily. Differences from placebo were approximately 5-10/2-6 mm HG.  Limited experience is available with 1200mg once daily dosing.  Direct comparison of twice daily (bid) dosing to once daily (qd) dosing (200mg to 400 bid with 400mg to 800 mg qd) resulted in similar systolic and diastolic blood pressure at trough.  Peak effect differences were moderately larger than trough effects with bid dosing.  The peak to trough response in qd dosing suggested an attenuation of effect at the end of the dosing interval (i.e., response of < 50%).

The combination of hydrochlorothiazide with eprosartan provides additive blood pressure lowering effects.
Adverse Effects 1,2,3

Eprosartan: 

Adverse events reported from the placebo-controlled trials include:

Upper respiratory tract infection, rhinitis, pharyngitis, cough, fatigue, abdominal pain, 

joint pain.  The overall incidence of these effects were similar to placebo.

Hydrochlorothiazide:

Orthostatic hypotension, dizziness/lightheadedness, headache, gastrointestinal upset, impotence, reduced libido, leukopenia, thrombocytopenia.

Drug Interactions1

Potential drug interactions would be a result of the hydrochlorothiazide component and include:

	Precipitant drug  
	Object drug*  
	Description 

	Thiazides  
	Allopurinol  
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	Concurrent use may increase the incidence of hypersensitivity reactions to allopurinol. 

	Thiazides  
	Anesthetics  
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	Effects of these drugs may be potentiated by thiazide administration; dosage adjustments may be required. Monitor and correct fluid and electrolyte imbalance prior to surgery if feasible. 

	Thiazides  
	Anticoagulants  
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	Anticoagulant effects may be diminished. 

	Thiazides  
	Antigout agents  
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	Since thiazide diuretics may raise blood uric acid levels, dosage adjustment of antigout agents may be necessary. 

	Thiazides  
	Antineoplastics  
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	Thiazides may prolong antineoplastic-induced leukopenia. 

	Thiazides  
	Calcium salts  
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	Hypercalcemia resulting from renal tubular reabsorption or bone release of calcium may be amplified by exogenous calcium. 

	Thiazides  
	Diazoxide  
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	Hyperglycemia, often with symptoms and similar to frank diabetes, may occur. 

	Thiazides  
	Digitalis 
glycosides  
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	Diuretic-induced hypokalemia and hypomagnesemia may precipitate digitalis-induced arrhythmias. 

	Thiazides  
	Lithium  
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	Thiazides may induce lithium toxicity by decreasing its renal excretion. However, they have been used together for therapeutic reasons and can be coadministered safely with close lithium level monitoring. 

	Thiazides  
	Loop diuretics  
	[image: image10.png]


  
	Both groups have synergistic effects that may result in profound diuresis and serious electrolyte abnormalities. Certain combinations have been used therapeutically in patients refractory to furosemide (see Administration and Dosage). 

	Thiazides  
	Methyldopa  
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	There have been rare occurrences of hemolytic anemia with concomitant use. 

	Thiazides  
	Nondepolar-
izing muscle 
relaxants  
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	Neuromuscular blocking effects may be increased; respiratory depression may be prolonged. 

	Thiazides  
	Sulfonylureas 
insulin  
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	Thiazides increase fasting blood glucose and may decrease sulfonylurea hypoglycemia. Hyponatremia may also occur. The dosage may need to be adjusted. 

	Thiazides  
	Vitamin D  
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	The biological actions of vitamin D may be enhanced. Hypercalcemia could manifest. 

	Amphotericin B, 
Corticosteroids  
	Thiazides  
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	Electrolyte depletion may be intensified, particularly hypokalemia. Monitor potassium levels. 

	Anticholinergics  
	Thiazides  
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	Anticholinergics may substantially increase thiazide diuretic absorption. 

	Bile acid sequestrants (cholestyramine, colestipol)  
	Thiazides  
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	Bile acid sequestrants bind thiazides and reduce their absorption from the GI tract by up to 85%. Thiazides should be given [image: image18.png]


2 hours before the resin.
 

	Methenamines  
	Thiazides  
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	Possible decreased effectiveness of thiazides due to the alkalinization of urine. 

	NSAIDs  
	Thiazides  
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	Some NSAIDs (particularly indomethacin) may reduce the diuretic, natriuretic and antihypertensive effects of thiazide diuretics. Observe closely to determine if the desired diuretic effects are obtained. Sulindac may enhance the diuretic effect. 
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 = Object drug increased. [image: image22.png]


= Object drug decreased

Tablet adapted from source 1
Dosage and Administration

600mg-12.5mg tablet – 1 tablet daily

600mg-25mg tablet – 1 tablet daily
Cost Comparison (at commonly used dosages)

	Product
	Daily dose
	AWP*($) for 30 day Supply

	Irbesartan (Avapro)
	300 MG
	57.117

	Losartan (Cozaar)
	25 MG
	45.4365

	Losartan (Cozaar)
	25 MG
	45.4365

	Losartan (Cozaar)
	100 MG
	61.89

	Valsartan (Diovan)
	320 MG
	60.975

	Candesartan (Atacand)
	32 MG
	58.716

	Valsartan (Diovan)
	80 MG
	49.701

	Irbesartan (Avapro)
	150 MG
	47.52

	Olmesartan-Benicar
	20 MG
	39.378

	Olmesartan - Benicar
	40 MG
	39.378

	Teveten HCT (Eprosartan-HCTZ)
	600-12.5
	43

	Teveten HCT (Eprosartan-HCTZ)
	600-25
	43

	HCTZ
	12.5MG
	13

	HCTZ
	12.5MG
	12.735

	HCTZ
	12.5MG
	12.735

	HCTZ
	25MG
	0.447

	HCTZ
	25MG
	0.447

	HCTZ
	25MG
	0.447

	HCTZ
	25MG
	0.447

	HCTZ
	25MG
	0.447

	HCTZ
	25MG
	0.447

	HCTZ
	25MG
	0.447

	HCTZ
	25MG
	0.447

	HCTZ
	25MG
	0.447

	HCTZ
	25MG
	0.447

	HCTZ
	25MG
	0.447

	HCTZ
	25MG
	0.45

	Teveten (eprosartan)
	600MG
	41

	Atacand HCT (Candesartan-HCTZ)
	16-12.5
	60

	Atacand HCT (Candesartan-HCTZ )
	32-12.5
	60

	Avalide (Irbesartan-HCTZ)
	150-12.5
	57

	Avalide (Irbesartan-HCTZ)
	300-12.5
	61

	Losartan-HCTZ (Hyzaar)
	50-12.5
	45.4365

	Hyzaar (Losartan-HCTZ)
	50-12.5
	45

	Hyzaar (Losartan-HCTZ)
	100-25
	62

	Diovan HCT (Valsartan-HCTZ)
	80-12.5
	50

	Diovan HCT (Valsartan-HCTZ)
	160-12.5
	55

	Micardis HCT (Telmisartan-HCTZ)
	40-12.5
	49

	Micardis HCT (Telmisartan-HCTZ)
	80-12.5
	52


*Average Wholesale Price: Facts and Comparisons (Medi-Span), St Louis, MO; January 2003. Costs rounded

to the nearest whole dollar. Generic costs are used if generic products are available (i.e., hydrochlorothiazide).

HCFA maximum allowable prices used where applicable.

Conclusion

Teveten HCT is a combination of eprosartan mesylate and hydrochlorothiazide.  It has FDA approval for the treatment of hypertension.  The hormone angiotensin II plays a role in hypertension by causing blood vessels to constrict, which raises blood pressure.  Eprosartan mesylate works by blocking the angiotensin II receptor, thus preventing blood pressure increase.   The exact antihypertensive mechanism of hydrochlorothaizide is unknown.  Depletion of sodium may play a primary role.   With initial therapy, cardiac output decreases and extracellular volume diminishes. With continued therapy, cardiac output normalizes, peripheral vascular resistance falls, and there is a persistent small reduction in extracellular volume.  

The safety and efficacy of eprosartan has been established in placebo controlled clinical trials.  The combination of hydrochlorothiazide with eprosartan provides additive blood pressure lowering effects.  Eprosartan adverse events reported from the placebo-controlled trials include upper respiratory tract infection, rhinitis, pharyngitis, cough, fatigue, abdominal pain, and joint pain.  The overall incidence of these effects was similar to placebo.  

Potential drug interactions with Teveten HCT are a result of the hydrochlorothiazide component.  Unlike other available angiotensin II receptor blockers, drug interactions with eprosartan have not been identified.

Teveten HCT pricing is favorable when compared to other available combination products consisting of angiotensin II receptor antagonist component and hydrochlorothiazide.
Recommendation(s)

Teveten HCT will be available as open access.
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