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Drug Monograph
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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 Valturna 150/160 contains 150 mg of Aliskiren and 160 mg of Valsarten and each tablet of Valturna 300/320 contains 300 mg of Aliskiren and 320 mg of Valturna. 
Novartis Pharma Stein AG, Stein, Switzerland for Novartis Pharmaceuticals Corporation, East Hanover, NJ 07936

	
	

	Summary of Findings:
	Valturna is a combination direct renin inhibitor/ARB that has demonstrated efficacy in the treatment of hypertension. Research suggests that up to 85% of patients with high blood pressure may need multiple medications to help control their blood pressure, underscoring the need for effective combination treatments.  This new fixed-dose combination product provides for patient convenience and compliance, but comparative cost will be an important factor in product selection, especially when Valsartan loses patent protection. 

	
	

	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 
 Dose Optimization
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 Preferred Agent
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 Under Solicitation


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
High blood pressure affects over one billion individuals globally and is a major risk factor for cardiovascular disease, the number one leading cause of death worldwide.  If left untreated, patients with high blood pressure are at risk of cardiovascular events such as stroke, heart attack and heart failure, and of organ damage including kidney failure and vision problems.  Up to 65% of patients with high blood pressure do not have the condition under control.  Research suggests that up to 85% of patients with high blood pressure may need multiple medications to help control their blood pressure, underscoring the need for effective combination treatments.  
Dosage Form(s) 1
Each tablet of Valturna 150/160 contains 150 mg of Aliskiren and 160 mg of Valsarten and each tablet of Valturna 300/320 contains 300 mg of Aliskiren and 320 mg of Valsarten. 

Manufacturer
Novartis Pharma Stein AG, Stein, Switzerland for Novartis Pharmaceuticals Corporation, East Hanover, NJ
Indication(s) 1
Valturna tablets are indicated in the treatment of hypertension in patients not adequately controlled with monotherapy.  It may be substituted for titrated components or as initial therapy in patients likely to need multiple drugs to achieve their blood pressure goals.  
Clinical Efficacy1-14 (mechanism of action/pharmacology, comparative efficacy)
Aliskiren, a non-peptide octanamide, is a potent inhibitor of human renin.  Renin is a circulating enzyme that catalyzes the conversion of angiotensinogen to the inactive angiotensenin I.  Angiotensenin I is subsequently cleaved by angiotensin converting enzyme (ACE) to form the potent vasoconstrictor, angiotensin II.  Angiotensin II leads to the release of catecholamines from the adrenal medulla and prejunctional nerve endings, and also promotes aldosterone secretion and sodium reabsorption.  Together, these effects increase blood pressure.  Valsartan is a nonpeptide angiotensin II (AII) receptor antagonist (ARB).  AII is a very potent vasoconstrictive and volume-retaining hormone, which exerts its biologic effects through stimulation of specific membrane receptors that are located on various target organ tissues.  AII has similar affinity for both receptor subtypes AT1 and AT2.  The AT1 receptor is responsible for mediating most or all of the cardiovascular, renal and central nervous system actions.  The AT2 receptor is not known to be associated with cardiovascular hemostasis.  Valsartan displaces AII from the AT1 receptor and produces its blood pressure lowering effects by antagonizing AII-induced vasoconstriction, aldosterone release, catecholamine release (adrenal and presynaptic), arginine vasopressin release, water intake, and hypertrophic responses.  Its action is independent of the pathways for AII synthesis and unlike ACE inhibitors, Valsartan does not inhibit the degradation of bradykinin. 
	
	VALTURNA

	Protein binding
	49.5% for Aliskiren and 95% for Valsarten

	Volume of distribution
	135 L for Aliskiren and 17 L (IV) for Valsartan

	Metabolism
	The extent of metabolism is unknown for Aliskiren, but based on in vitro studies, the major enzyme responsible for metabolism appears to be CYP3A4.  Hepatic 20% to inactive metabolites for Valsartan.

	Excretion
	Urine for Aliskiren and Urine (13%) and Feces (83%) for Valsarten.

	Half-life
	30 hours for Aliskiren and 6 hours for Valsarten


The approval of Valturna was primarily based upon an 8-week, randomized, double-blind, placebo-controlled clinical trial involving 1,797 patients with hypertension.  Results from this study showed that blood pressure reductions with the Aliskiren/Valsartan combination were significantly greater than with monotherapy or placebo at the 8-week primary endpoint.  In addition, results from an active-controlled clinical trial in hypertensive patients who did not respond adequately to hydrochlorothiazide (HCTZ) 25 mg monotherapy, showed that the addition of Aliskiren 300 mg plus Valsartan 320 mg resulted in decreases from baseline in systolic and diastolic blood pressure of approximately 22/16 mmHg compared with 6/6 mmHg with continuation of HCTZ alone.  Clinical comparisons between Valturna and other antihypertensive agents are not available. 
Clinical Studies

TREATMENT OF HYPERTENSION
	Design
	Multicenter, 8-week, randomized, double-blind, placebo-controlled, parallel-group, 4-arm, dose escalation clinical trial (n=1,797)

	Inclusion Criteria
	Patients aged 18 years or over with stage 1-2 essential hypertension (mean sitting diastolic blood pressure of 95 to < 100 mmHg).

	Exclusion Criteria
	Patients with a history of severe cardiovascular or cerebrovascular disease or other severe life-threatening medical conditions.

	Treatment Regimen
	Aliskiren and Valsartan were studied alone and in combination.  The initial doses of Aliskiren and Valsartan were 150 mg and 160 mg respectively, and the doses were increased at four weeks to 300 mg and 320 mg, respectively.

	Results
	      Mean systolic and diastolic blood pressure reductions from baseline were 17.2/12.2 mmHg for Aliskiren 300 mg/Valsartan 320 mg, compared with 12.9/9.7 mmHg for Valsartan 320 mg, 13/9 mmHg for Aliskiren 300 mg, and 4.6/4.1 mmHg for placebo (p<0.05 for Aliskiren/Valsarten versus monotherapy or placebo.

	Safety
	Rates of adverse events and laboratory abnormalities were similar in all groups.


Contraindications1
· None
Warnings and Precautions1
· Avoid fetal or neonatal exposure
· Head and neck angioedema: Discontinue Valturna tablets and monitor until signs and symptoms resolve.

· Hypotension in volume or salt-depleted patients: Correct imbalances before initiating therapy with Valturna tablets.


· Patients with renal impairment: Decreases in renal function may be anticipated in susceptible individuals.

· Patients with hepatic impairment:  Slower clearance may occur.

· Hyperkalemia: Consider periodic determinations of serum electrolytes to detect possible electrolyte imbalances, particularly in patients at risk.

· Patients with congestive heart failure and post-myocardial infarction: Some patients with heart failure have developed increases in blood urea nitrogen, serum creatinine, and potassium on Valsartan.  These effects are usually minor and transient, and they are more likely to occur in patients with pre-existing renal impairment.  Dosage reduction and/or discontinuation of the diuretic and/or Valsartan may be required.

· Renal artery stenosis: No data are available on the use of Aliskiren in patients with unilateral or bilateral renal artery stenosis.  In studies of ACE inhibitors in hypertensive patients with unilateral or bilateral renal artery stenosis, increase in serum creatinine or blood urea nitrogen have been reported.  There has been no long-term use of Valsartan in patients with unilateral or bilateral renal artery stenosis, but an effect similar to that seen with ACE inhibitors should be anticipated.

· Cyclosporine: When Aliskiren was given with Cyclosporine, the blood concentrations of Aliskiren were significantly increased.  Concomitant use of Aliskiren with Cyclosporine is not recommended.
Adverse Effects1
	Most common, >=1%
	Valturna
	Placebo

	Fatigue
	2.6%
	1.4%

	Nasopharyngitis
	2.6%
	2.2%

	Diarrhea
	1.4%
	0.9%

	Upper respiratory infection
	1.4%
	1.1%

	Urinary tract infection
	1.4%
	0.6%

	Influenza
	1.1%
	0.2%

	Vertigo
	1.1%
	0.3%


Drug Interactions1
· Atorvastain
· Cyclosporine

· Furosemide

· Irbesartan

· Ketoconazole

· Potassium-sparing diuretics

· Potassium supplements or salt substitutes

· Rifampin

· Ritonavir
Dosage and Administration1

USUAL DOSE  Add-on therapy or initial therapy: Initiate with 150/160 mg as one tablet daily. Titrate as needed up to a maximum of 300/320 mg. Give in a routine pattern with regard to meals. Majority of clinical effect attained within 2 weeks.

Replacement therapy: May be substituted for titrated components. Give as one tablet daily, with a routine pattern with regard to meals.

Costs (at commonly used dosages)

COST (WAC)*

	GENERIC NAME
	BRAND NAME
	STRENGTH
	DOSE
	COST / MONTH

	Aliskiren/Valsartan
	Valturna
	150 mg/160 mg tablets
	1 tablet daily
	$ 66.40

	Aliskiren/Valsartan
	Valturna
	300 mg/320 mg tablets
	1 tablet daily
	$  83.76

	Aliskiren
	Tekturna
	150 mg tablets
	1 tablet daily
	$  71.65

	Aliskiren
	Tekturna
	300 mg tablets
	1 tablet daily
	$  90.38

	Valsartan
	Diovan
	80 mg tablets
	1 tablet daily
	$  67.32

	Valsartan
	Diovan
	160 mg tablets
	1 tablet daily
	$  72.39

	Valsartan
	Diovan
	320 mg tablets
	1 tablet daily
	$  91.57


*Wholesale Acquisition Cost (WAC)
Conclusion

Valturna is a combination direct renin inhibitor/ARB that has demonstrated efficacy in the treatment of hypertension.  Research suggests that up to 85% of patients with high blood pressure may need multiple medications to help control their blood pressure, underscoring the need for effective combination treatments.  This new fixed-dose combination product provides for patient convenience and compliance, but comparative cost will be an important factor in product selection, especially when Valsartan loses patent protection. 
Recommendation

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