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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 Samsca 15 mg tablet contains 15 mg of Tolvaptan and each Samsca 30 mg tablet contains 30 mg of Tolvaptan. 
Otsuka Pharmaceutical, Co., LTD, Tokyo, Japan 101-8535 for Otsuka Pharmaceutical, Inc., Rockville, MD

	
	

	Summary of Findings:
	Tolvaptan is a selective V2-receptor antagonist that has demonstrated efficacy in the treatment of clinically significant hypervolemic and euvolemic hyponatremia, including patients with heart failure, cirrhosis, and Syndrome of Inappropriate Antidiuretic Hormone.  Tolvaptan is the first available oral selective vasopressin antagonist for the treatment of patients with clinically significant hypervolemic and euvolemic hyponatremia.  The FDA is requiring a Risk Evaluation and Mitigation Strategy with tolvaptan that requires a patient Medication Guide providing information about the drug's benefits and risks be given out when the drug is dispensed. 

	
	

	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
	 FORMCHECKBOX 
 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
Hyponatremia, a common electrolyte disorder in hospitals, occurs in as many as 6 million people in the United States or 15% to 20% of hospitalized patients.  The severity of symptomatology is associated with the rapidity of onset of hyponatremia: the quicker the onset, the more severe the symptoms.  Hyponatremia that develops more slowly may show symptoms such as muscle cramps and headaches; however, more rapidly occurring hyponatremia may cause altered mental status with confusion, coma, and possibly seizures.  Patients with chronic hyponatremia have symptoms such as attention deficits, unsteadiness, gait imbalance, posture impairment and increased falls.  Other hyponatremia symptoms may include nausea and vomiting, irritability and weakness. 
Dosage Form(s) 1
Each Samsca 15 mg tablet contains 15 mg of Tolvaptan and each Samsca 30 mg tablet contains 30 mg of Tolvaptan.
Manufacturer
Otsuka Pharmaceutical, CO, LTD, Tokyo, Japan 101-8535 for Otsuka America Pharmaceutical, Inc., Rockville, MD
Indication(s) 1
Samsca is indicated in the treatment of clinically significant hypervolemic and euvolemic hyponatremia (serum sodium < 125 mEq/L or less marked hyponatremia that is symptomatic and has resisted correction with fluid restriction), including patients with heart failure, cirrhosis, and Syndrome of Inappropriate Antidiuretic Hormone (SIADH).
Clinical Efficacy1-7 (mechanism of action/pharmacology, comparative efficacy)
Samsca is a selective arginine vasopressin (AVP) V2-receptor antagonist.  AVP promotes the reabsorption of water in the renal collecting ducts by activation of V2 receptors, resulting in water retention and dilution of serum solutes.  By inhibiting the effects of vasopressin at the V2-receptor, Samsca causes an increase in urine water excretion that results in an increase in free water clearance (aquaresis), a decrease in urine osmolality, and a resulting increase in serum sodium concentrations.  The urinary excretion of sodium and potassium and plasma potassium concentrations are not significantly changed. 
	
	SAMSCA

	Protein binding
	99%

	Volume of distribution
	3 L/kg

	Metabolism
	Extensive in liver via CYP3A4

	Excretion
	---

	Half-life
	12 hours


The approval of Samsca was primarily based upon 2 double-blind, placebo-controlled clinical trials (SALT-1 AND SALT-2) involving 424 patients with euvolemic or hypervolemic hyponatremia.  Results from these studies showed that patients receiving Samsca had a statistically greater increase in serum sodium from baseline to Day 4 and Day 30 compared to placebo.  In addition, Samsca use was studied in an open-label clinical trial (SALTWATER) involving 111 patients who had previously been treated with either placebo or Samsca and who had returned to standard of care for at least 7 days.  In this study, upon initiation of Samsca therapy, average serum sodium concentrations increased to approximately the same levels as observed for those patients previously treated with Samsca and were sustained for at least a year.  Clinical comparisons between Samsca and other agents used to treat hyponatremia are not available. 
Clinical Studies

EUVOLEMIC OR HYPERVOLEMIC HYPONATREMIA
	Design
	Two multicenter, double-blind, placebo-controlled clinical trials (n=424).

	Inclusion Criteria
	Patients with euvolemic or hypervolemic hyponatremia (serum sodium < 135 mEq/L) resulting from a variety of underlying causes (heart failure, hepatic cirrhosis, Syndrome of Inappropriate Antidiuretic Hormone (SIADH)).

	Exclusion Criteria
	Symptomatic patients, patients likely to require saline therapy during the course of therapy, patients with acute and transient hyponatremia associated with head trauma or postoperative state and patients with hyponatremia due to primary polydipsia, uncontrolled adrenal insufficiency or uncontrolled hypothyroidism were excluded.

	Treatment Regimen
	Patients were randomized to receive oral placebo or oral tolvaptan at an initial dose of 15 mg once daily.  The dose of tolvaptan was increased to 30 mg daily and then to 60 mg daily, if necessary, on the basis of serum sodium concentrations. The two primary end points for all patients were the change in the average daily area under the curve (AUC) for the serum sodium concentration from baseline to day 4 and the change from baseline to day 30.

	Results
	The change in average daily serum sodium AUC baseline to Day 

4 (mEq/L) was 4.0 in patients receiving tolvaptan compared to 0.4 in the placebo group (95% CI, 3.3 to 4.2; p < 0.0001).  The change in average daily serum sodium AUC baseline to Day 30 (mEq/L) was 6.2 and 1.8 in these same groups, respectively (95% CI, 3.9 to 5.2; p < 0.0001).

	Safety
	Side effects associated with Samsca included increased thirst, dry mouth, and increased urination.


HYPONATREMIA – PREVIOUS SAMSCA THERAPY

	Design
	Open-label clinical trial (n=111)

	Inclusion Criteria
	Patients previously treated with Samsca or placebo who had returned to standard of care for at least 7 days.

	Exclusion Criteria
	Not specified.

	Treatment Regimen
	Patients received tolvaptan as a titrated regimen (15 to 60 mg once daily) after having returned to standard of care for at least 7 days, when their baseline mean serum sodium concentration had fallen to between their original baseline and post-placebo therapy level.

	Results
	Upon initiation of Samsca therapy, average serum sodium concentrations increased to approximately the same levels as observed for those previously treated with Samsca, and were sustained for at least a year.

	Safety
	Not specified.


Contraindications1
· Do not administer to patients requiring urgent intervention to raise serum sodium acutely.
· Do not use in patients who are unable to sense or to respond appropriately to thirst.
· Do not use in patients with hypovolemic hyponatremia.
· Do not use with strong CYP3A inhibitors.
· Do not administer to patients who are anuric as no benefit is expected.
Warnings and Precautions1
· Monitor serum sodium and neurologic status as serious neurologic sequelae can result from over rapid correction of sodium.  Samsca should be initiated and re-initiated in patients only in a hospital where serum sodium can be monitored closely.  Too rapid correction of hyponatremia (e.g., > 12 mEq/L/24 hours) can cause osmotic demyelination resulting in dysarthria, mutism, dysphagia, lethargy, affective changes, spastic quadriparesis, seizures, coma and death.  In susceptible patients, including those with severe malnutrition, alcoholism or advanced liver disease, slower rates of correction may be advisable.
· Because of the potential increased risk of gastrointestinal bleeding in patients with cirrhosis, use in patients with cirrhosis only when the need to treat outweighs this risk.

· Dehydration and hypovolemia may require intervention.

· Avoid use with hypertonic saline.

· Avoid use with CYP3A inducers and moderate CYP3A inhibitors.

· Consider dose reduction if co-administered with P-gp inhibitors.

· Monitor serum potassium in patients with potassium > 5 mEq/L or on drugs known to increase potassium.

Adverse Effects1
	Most common, > 2%
	Samsca
	Placebo

	Thirst
	16%
	5%

	Dry mouth
	13%
	4%

	Pollakiuria or polyuria
	11%
	3%

	Asthenia
	9%
	4%

	Constipation
	7%
	2%

	Hyperglycemia
	6%
	1%

	Pyrexia
	4%
	1%

	Anorexia
	4%
	1%


Drug Interactions1
· ACE inhibitors
· Angiotensin-receptor blockers

· CYP3A inducers

· Digoxin

· Grapefruit juice

· Moderate and strong CYP3A inhibitors

· P-gp inhibitors

· Potassium-sparing diuretics
Dosage and Administration1

USUAL DOSE  Give 15 mg PO once daily.  Dosage may be increased at intervals >=24 hours to 30 mg once daily, and to a maximum of 60 mg once daily as needed to raise serum sodium.  Therapy should be initiated and re-initiated in a hospital.  Monitor serum sodium and volume status.     
Costs (at commonly used dosages)

COST (WAC)*

	GENERIC NAME
	BRAND NAME
	EXTENDED RELEASE DOSE FORM
	DOSE
	COST / DOSE

	Tolvaptan
	Samsca
	15 mg tablets
	1 tablet daily
	$ 245.25

	Tolvaptan
	Samsca
	30 mg tablets
	1 tablet daily
	$ 245.25

	Conivaptan Injection
	Vaprisol
	20 mg/4 mL ampule
	20 mg daily
	$ 433.00

	Conivaptan Injection
	Vaprisol
	20 mg/100 mL premixed bag
	20 mg daily
	$ 468.43


*Wholesale Acquisition Cost (WAC)
Conclusion

Samsca is a selective V2-receptor antagonist that has demonstrated efficacy in the treatment of clinically significant hypervolemic and euvolemic hyponatremia, including patients with heart failure, cirrhosis, and Syndrome of Inappropriate Antidiuretic Hormone.  Samsca is the first available oral selective vasopressin antagonist for the treatment of patients with clinically significant hypervolemic and euvolemic hyponatremia.  The FDA is requiring a Risk Evaluation and Mitigation Strategy with Samsca that requires a patient Medication Guide providing information about the drug's benefits and risks be given out when the drug is dispensed. 
Recommendation

MO HealthNet Division recommends Open Access status for this product.
 References
1. Product Information:  Samsca™, tolvaptan oral tablets.  Otsuka America Pharmaceutical, Inc., Rockville, MD, 05/2009.

2. Munger MA:  New agents for managing hyponatremia in hospitalized patients.  Am J Health Syst Pharm 2007; 64(3):253-265.

3. Dixon MB & Lien YH:  Tolvaptan and its potential in the treatment of hyponatremia.  Ther Clin Risk Manag 2008; 4(6):1149-1155.

4. Lemmens-Gruber R & Kamyar M:  Pharmacology and clinical relevance of vasopressin antagonists.  Internist (Berl) 2008; 49(5):628-630, 632-634.

5. Ghali JK:  Mechanisms, risks, and new treatment options for hyponatremia.  Cardiology 2008; 111(3):147-157.

6. Schrier RW, Gross P, Gheorghiade M et al:  Tolvaptan, a selective oral vasopressin V2-receptor antagonist, for hyponatremia.  N Engl J Med 2006; 355(20):2099-2112.

7. Gheorghiade M, Gottlieb SS, Udelson JE et al:  Vasopressin v(2) receptor blockade with tolvaptan versus fluid restriction in the treatment of hyponatremia.  Am J Cardiol 2006; 97(7):1064-1067.

Prepared by:  Mark M Roaseau, BS Pharmacy, MD

Date:  August 18, 2009



































































































PA Criteria Proposal

( 2009 ACS - Heritage Information Systems, Inc.  All Rights Reserved.
2
PA Criteria Proposal (  6
[image: image2.png]


( 2009 ACS - Heritage Information Systems, Inc.  All Rights Reserved. 

