[image: image1.jpg]


[image: image1.jpg]
2

Drug Monograph

	Drug/Drug Class:
	Viibryd (Vilazodone) Tablet / Antidepressant Agent 

	
	

	Prepared for:
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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 Viibryd 10 mg contains 10mg of Vilazodone, each tablet of Viibryd 20 mg contains 20 mg of Vilazodone, and each tablet of Viibryd 40 mg contains 40 mg Vilazodone.
Licensed by Merck KGaA, Darmstadt, Germany and distributed by Forest Pharmaceuticals, Inc., St. Louis, MO 63045


	
	

	Summary of Findings:
	Viibryd is a selective serotonin reuptake inhibitor (SSRI) and partial 5-hydroxytryptamine-1A (5-HT1A) receptor partial agonist that has demonstrated efficacy in the treatment of adults with major depressive disorder (MDD), also called major depression.  The drug was designed based on the premise that negative feedback circuitry, mediated via 5-HT1 receptors, limits the acute SSRI-induced enhancements in serotonergic neurotransmission. While the mechanism of the antidepressant effect of Viibryd is not fully understood, it is thought to be related to its enhancement of serotonergic activity in the central nervous system (CNS) through selective inhibition of serotonin reuptake.  Viibryd provides a new treatment option for MDD, but clinical comparisons with other antidepressant drugs are not available and will be needed to better differentiate these agents.  

	
	

	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 
 SSRI
	 FORMCHECKBOX 
 Preferred Agent
 FORMCHECKBOX 
 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
MDD is characterized by symptoms that interfere with a person's ability to work, sleep, study, eat, and enjoy activities that previously were pleasurable. Episodes of major depression often recur throughout a person's lifetime, although some may experience only a single occurrence. Signs and symptoms of major depression include depressed mood, loss of interest in usual activities, significant change in weight or appetite, insomnia or excessive sleeping (hypersomnia), restlessness/pacing (psychomotor agitation), increased fatigue, feelings of guilt or worthlessness, slowed thinking or impaired concentration, and suicide attempts or thoughts of suicide. All people with major depression do not experience the same symptoms.  Compared to placebo, Viibryd showed improvement of these depressive symptoms.
Dosage Form(s) 
Each tablet of Viibryd contains either 10 mg, 20 mg, or 40 mg Vilazodone.

Manufacturer
Licensed by Merck KGaA Darmstadt, Germany and Distributed by Forest Pharmaceuticals, Inc., St. Louis, MO 63045 
Indication(s) 
Viibryd tablets are indicated for the treatment of major depressive disorder (MDD).
Clinical Efficacy (mechanism of action/pharmacokinetics, comparative efficacy) 1-5
Viibryd is an SSRI and 5-HT1A receptor partial agonist that has proven to be effective in the treatment of MDD.  Its specific mechanism of action is unknown.  Viibryd was shown to be superior to placebo in the improvement of depressive symptoms, however clinical comparisons between Viibryd and other agents used to treat MDD are not available.
Pharmacokinetics

	
	VIIBRYD

	Protein binding
	96% to 99%

	Volume of distribution
	Unknown

	Metabolism
	Extensive in liver via CYP (primarily CYP3A4) and non-CYP pathways, possibly carboxylesterase.

	Excretion
	Urine, Feces

	Half-life (terminal)
	25 hours 


Clinical study comparing Viibyd to placebo

	STUDY DESIGN
	Two 8-week, multicenter, randomized, double-blind, placebo-controlled clinical trials (n=869).

	INCLUSION CRITERIA
	Patients 18 to 70 years of age with MDD.

	EXCLUSION CRITERIA
	Not specified.

	TREATMENT REGIMEN
	Patients were titrated over 2 weeks to vilazodone 40 mg once daily with food or placebo.

	RESULTS
	Vilazodone was superior to placebo in the improvement of depressive symptoms as measured by the mean change from baseline to Week 8 in the MADRS total score. In Study 1, the least squares (LS) mean difference from placebo in change from baseline was -3.2 (95% confidence interval (CI), -5.2 to -1.3). In Study 2, the LS mean difference from placebo in change from baseline was -2.5 (95% CI, -4.4 to -0.6).

	SAFETY
	The most common adverse reactions (>= 5% and at least twice the rate of placebo) were diarrhea, nausea, vomiting, and insomnia.


Contraindications
· Monoamine oxidase inhibitors (MAOIs): Do not use with an MAOI or within 14 days of stopping or starting an MAOI.

Warnings and Precautions

· Clinical worsening/suicide risk is possible; monitor patients.

· Serotonin syndrome or neuroleptic malignant-like syndrome can occur; discontinue and initiate supportive treatment.

· Seizures can occur; use with caution in patients with a seizure disorder.

· Abnormal bleeding and increased risk of bleeding is possible; use with caution in patients using concomitant nonsteroidal anti-inflammatory drugs (NSAID), aspirin, or anticoagulant therapy.

· Activation of mania/hypomania can occur; screen patients for bipolar disorder.

· Discontinuation of treatment should be with a gradual reduction in dose rather than an abrupt cessation.

· Hyponatremia can occur in association with syndrome of inappropriate antidiuretic hormone secretion (SIADH)
Adverse Effects

	Adverse Effect
	Vilazodone
40 mg/day
(n = 436)
	Placebo 
(n = 433)

	Diarrhea
	28%
	9%

	Nausea
	23%
	5%

	Dizziness
	9%
	5%

	Dry mouth
	8%
	5%

	Insomnia
	6%
	2%

	Vomiting
	5%
	1%

	Abnormal dreams
	4%
	1%

	Fatigue
	4%
	3%

	Libido decreased
	4%
	< 1%

	Arthralgia
	3%
	2%

	Dyspepsia
	3%
	2%

	Flatulence
	3%
	2%

	Gastroenteritis
	3%
	< 1%

	Orgasm abnormal
	3%
	0%

	Paresthesia
	3%
	1%

	Restlessness
	3%
	< 1%

	 Somnolence
	3%
	2%

	Delayed ejaculation
	2%
	0%

	Erectile dysfunction
	2%
	1%

	Feeling jittery
	2%
	< 1%

	Increased appetite
	2%
	1%

	Palpitations
	2%
	< 1%

	Tremor
	2%
	0%


Drug Interactions
· Aspirin

· CNS active agents

· CYP2C8 substrates

· CYP3A4 inducers

· CYP3A4 inhibitors

· NSAIDs

· MAOIs

· Serotonergic drugs

· Warfarin

Dosage and Administration
USUAL DOSE 40 mg once daily with food. Titrate to the recommended dose with an initial dose of 10 mg once daily for 7 days, followed by 20 mg once daily for an additional 7 days, and then 40 mg once daily. Administration without food can result in inadequate drug concentrations and diminished effectiveness. When discontinuing treatment, gradually reduce the dose.
Costs (at commonly used dosages)

COST (WAC)*
	GENERIC NAME
	BRAND NAME
	STRENGTH
	DOSE
	COST / MONTH

	Vilazodone
	Viibryd
	10 mg tablet
	1 tablet daily
	$ 118.50

	Vilazodone
	Viibryd
	20 mg tablet
	1 tablet daily
	$ 118.50

	Vilazodone
	Viibryd
	40 mg tablet
	1 tablet daily
	$ 118.50


*Wholesale Acquisition Cost (WAC)
Conclusion

Viibryd is an SSRI and 5-HT1A receptor partial agonist that has demonstrated efficacy in the treatment of adults with MDD.  The drug was designed based on the premise that negative feedback circuitry, mediated via 5-HT1 receptors, limits the acute SSRI-induced enhancements in serotonergic neurotransmission. While the mechanism of the antidepressant effect of Viibryd is not fully understood, it is thought to be related to its enhancement of serotonergic activity in the CNS through selective inhibition of serotonin reuptake.  Viibryd provides a new treatment option for MDD, but clinical comparisons with other antidepressant drugs are not available and will be needed to better differentiate these agents.  
Recommendation

MO HealthNet Division recommends this product be entered into the SSRI Clinical Edit.
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