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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 5 mg sublingual tablet of Saphris contains 5 mg of Asenapine and each 10 mg sublingual tablet of Saphris contains 10 mg of Asenapine. 
Catalent UK Swindon Zydis, Ltd., Wiltshire SN5 8RU, UK for Schering-Plough Corporation, Kenilworth, NJ 07033.

	
	

	Summary of Findings:
	Saphris sublingual is an atypical antipsychotic agent that has demonstrated efficacy for the acute treatment of schizophrenia and the acute treatment of manic or mixed episodes associated with bipolar I disorder in adults.  Saphris enters a crowded market of atypical antipsychotic agents. 

	
	

	Status Recommendation:
	 FORMCHECKBOX 
 Prior Authorization (PA) Required

 FORMCHECKBOX 
 Clinical Edit
	 FORMCHECKBOX 
 Open Access

 FORMCHECKBOX 
 Fiscal Edit

	
	
	

	Type of PA Criteria:
	 FORMCHECKBOX 
 Increased Risk of ADE

 FORMCHECKBOX 
 Dose Optimization
	 FORMCHECKBOX 
 Preferred Agent
 FORMCHECKBOX 
 15 Day Quantity Limitation First Fill


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
An estimated 2 million Americans have schizophrenia, a chronic, disabling brain disorder that is characterized by various symptom domains, such as so-called positive symptoms (including hallucinations, delusions and disordered thinking) as well as negative symptoms, cognitive impairment and other general psychopathological symptoms (such as anxiety or depression).  Bipolar I disorder, which affects approximately 10 million Americans, is a chronic, episodic illness characterized by mania (episodes of elevated moods, extreme irritability, decreased sleep and increased energy), depression (overwhelming feelings of sadness, suicidal thoughts), or a combination of both.  
Dosage Form(s) 1
Each 5 mg sublingual tablet of Saphris contains 5 mg of Asenapine and each 10 mg sublingual tablet of Saphris contains 10 mg of Asenapine.
Manufacturer
Catalent UK Swindon Zydis, Ltd., Wiltshire SN5 8RU, UK for Schering-Plough Corporation, Kenilworth, NJ 07033.
Indication(s) 1
Saphris is indicated for the acute treatment of schizophrenia in adults and for the acute treatment of manic or mixed episodes associated with bipolar I disorder in adults.  
Clinical Efficacy1-6 (mechanism of action/pharmacology, comparative efficacy)
Saphris is an atypical antipsychotic agent.  While its precise mechanism of action in the treatment of schizophrenia and bipolar disorder is unknown, its efficacy is thought to be mediated through a combination of antagonist activity at D2 and 5-HT2A receptors.  Saphris also has high affinity for alpha-2 adrenergic receptors. 
	
	SAPHRIS

	Protein binding
	95%

	Volume of distribution
	20-25 L/kg

	Metabolism
	Direct glucuronidation via UGT1A4 and oxidative metabolism via CYP1A2.

	Excretion
	Urine (50%) and Feces (40%)

	Half-life (Terminal)
	24 hours


The efficacy of Saphris in the treatment of schizophrenia was evaluated in three short-term (6-week) randomized, double-blind, placebo-controlled, and active-controlled clinical trials in patients having an acute exacerbation of their schizophrenic illness.  In two of these trials, patients receiving Saphris demonstrated superior efficacy to placebo according to the Positive and Negative Syndrome Scale (PANSS), but in the third trial Saphris could not be distinguished from placebo.  The efficacy of Saphris in the treatment of bipolar I disorder was evaluated in two similarly designed 3-week, randomized, double-blind, placebo-controlled and active-controlled clinical trials in patients with acute manic or mixed episodes associated with bipolar I disorder.  Results from both of these studies showed that treatment with Saphris was statistically superior to placebo on the Young Mania Rating Scale (YMRS), and the Clinical Global Impression-Bipolar (CGI-BP) scale. 
Clinical Studies

SCHIZOPHRENIA
	Design
	Randomized, double-blind, placebo-controlled, active-controlled (Risperidone), 6-week, fixed-dose, clinical trial (n=174)

	Inclusion Criteria
	Adult patients with acute schizophrenia.

	Exclusion Criteria
	Not specified.

	Treatment Regimen
	Patients were randomized to treatment with Saphris 5 mg BID, Risperidone 3 mg BID, or placebo.

	Results
	      Mean improvements on PANSS total, negative subscale, and general psychopathology subscale scores were all significantly greater with Saphris than with placebo (p < 0.005, p=0.01, and p < 0.005, respectively).  Compared with placebo, improvements on CGI-Severity of illness and PANSS positive subscale scores were significantly greater with both Saphris (p < 0.01, p=0.01) and risperidone (p < 0.005, p < 0.05).

	Safety
	Overall incidence rates of adverse events were comparable for Saphris and placebo, whereas Risperidone was associated with substantial weight gain and prolactin elevation.


BIPOLAR TYPE I DISORDER
	Design
	Two similarly designed 3-week, randomized, double-blind, placebo-controlled, and active-controlled (olanzapine) clinical trials (n=not specified).

	Inclusion Criteria
	Adult patients with bipolar I disorder with an acute manic or mixed episode with or without psychotic features.

	Exclusion Criteria
	Not specified.

	Treatment Regimen
	In both trials, all patients were initially randomized to treatment with Saphris 10 mg BID, or placebo, and the dose could be adjusted within the dose range of 5 to 10 mg BID from Day 2 onward based on efficacy and tolerability.  Ninety percent of patients remained on the 10 mg BID dose.

	Results
	      Patients receiving Saphris were statistically superior to placebo on the YMRS total score and the CGI-BP severity of illness score (mania) in both studies.

	Safety
	Not specified.


Contraindications1
· None
Warnings and Precautions1
· Cerebrovascular Adverse Events: An increased incidence of cerebrovascular adverse events (e.g., stroke, transient ischemic attack) has been seen in the elderly patients with dementia-related psychoses treated with atypical antipsychotic drugs.
· Neuroleptic Malignant Syndrome: Manage with immediate discontinuation and close monitoring.

· Tardive Dyskinesia: Discontinue if clinically appropriate.

· Hyperglycemia and Diabetes Mellitus: Monitor glucose regularly in patients with, and at risk for, diabetes.

· Orthostatic Hypotension and Syncope:  Dizziness, tachycardia or bradycardia, and syncope may occur, especially early in treatment.  Use with caution in patients with known cardiovascular or cerebrovascular disease, and in antipsychotic-naïve patients.

· Leukopenia, Neutropenia, and Agranulocytosis have been reported with antipsychotics.  Patients with a pre-existing low white blood cell count or a history of leucopenia/neutropenia should have their complete blood count monitored frequently during the first few months of therapy and Saphris should be discontinued at the first sign of a decline in white blood cells in the absence of other causative factors.

· QT Prolongation: Increases in QT interval; avoid use with drugs that also increase the QT interval and in patients with risk factors for prolonged QT interval.
· Seizures: Use cautiously in patients with a history of seizures or with conditions that lower the seizure threshold.

· Potential for Cognitive and Motor Impairment: Use caution when operating machinery.

· Suicide: The possibility of a suicide attempt is inherent in schizophrenia and bipolar disorder.  Closely supervise high-risk patients.

· Increased Mortality in Elderly Patients with Dementia-Related Psychosis: Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at an increased risk of death.  Saphris is not approved for the treatment of patients with dementia-related psychosis.

· Weight Gain: In short-term schizophrenia and bipolar mania trials, there were differences in mean weight gain between Saphris-treated and placebo-treated patients.  In short-term placebo-controlled schizophrenia trials, the mean weight gain was 1.1 kg for Saphris-treated patients compared to 0.1 kg for placebo-treated patients.  In short-term placebo-controlled bipolar mania trials, the mean weight gain for Saphris-treated patients was 1.3 kg compared to 0.2 kg for placebo-treated patients.  In a 52-week, double-blind, comparator-controlled trial of patients with schizophrenia or schizoaffective disorder, the mean weight gain from baseline was 0.9 kg,

· Hyperprolactinemia: Like other drugs that antagonize dopamine D2 receptors, Saphris can elevate prolactin levels, and the elevation can persist during chronic administration.

· Body Temperature Regulation:  Disruption of the body’s ability to reduce core body temperature has been attributed to antipsychotic agents.

· Dysphagia: Esophageal dysmotility and aspiration have been associated with antipsychotic drug use.

· Use in Patients with Concomitant Illness: Saphris has not been evaluated in patients with a recent history of myocardial infarction or unstable heart disease.
Adverse Effects1
	Most common, >=2% in Schizophrenia
	Saphris
	Placebo

	Insomnia
	15%
	13%

	Somnolence
	13%
	7%

	Extrapyramidal symptoms
	10%
	7%

	Akathisia
	6%
	3%

	Constipation
	5%
	6%

	Oral hypoesthesia
	5%
	1%

	Vomiting
	5%
	5%

	Dizziness
	5%
	4%

	Fatigue
	3%
	3%

	Weight increased
	3%
	< 1%

	Dry mouth
	2%
	1%

	Salivary hypersecretion
	2%
	0%

	Stomach discomfort
	2%
	1%

	Irritability
	2%
	< 1%

	Increased appetite
	2%
	< 1%

	Hypertension
	2%
	2%

	
	
	

	Most common, >=2% in Mania
	Saphris
	Placebo

	Somnolence
	24%
	6%

	Headache
	12%
	11%

	Dizziness
	11%
	3%

	Extrapyramidal symptoms
	7%
	2%

	Insomnia
	6%
	5%

	Weight increased
	5%
	< 1%

	Increased appetite
	4%
	1%

	Akathisia
	4%
	2%

	Anxiety
	4%
	2%

	Dyspepsia
	4%
	2%

	Oral hypoesthesia
	4%
	< 1%

	Fatigue
	4%
	2%

	Arthralgia
	3%
	1%

	Dysgeusia
	3%
	< 1%

	Drymouth
	3%
	1%

	Toothache
	3%
	2%

	Pain in extremity
	2%
	< 1%

	Depression
	2%
	1%

	Fatal bleeding
	0.9%
	0%


Drug Interactions1
· Alcohol
· Antihypertensive agents

· CNS drugs

· CYP2D6 substrates and inhibitors

· Fluvoxamine
Dosage and Administration1

USUAL DOSE  Schizophrenia: 5 mg sublingually BID  

Bipolar disorder: 10 mg sublingually BID.  The dose can be decreased to 5 mg BID if there are adverse effects.
Costs (at commonly used dosages)

COST (WAC)*

	GENERIC NAME
	BRAND NAME
	STRENGTH
	DOSE
	COST / MONTH

	Asenapine sublingual
	Saphris
	5 mg tablets
	1 tablet BID
	$ 247.50

	Asenapine sublingual
	Saphris
	10 mg tablets
	1 tablet BID
	$  247.50

	Aripiprazole orally disintegrating
	Abilify Discmelt
	10 mg tablets
	1 tablet daily
	$  471.87

	Aripiprazole orally disintegrating
	Abilify Discmelt
	15 mg tablets
	1 tablet daily
	$ 471.87

	Olanzapine orally disintegrating
	Zyprexa Zydis
	5 mg tablets
	1 tablet daily
	$ 282.83

	Olanzapine orally disintegrating
	Zyprexa Zydis
	10 mg tablets
	1 tablet daily
	$ 411.44

	Olanzapine orally disintegrating
	Zyprexa Zydis
	15 mg tablets
	1 tablet daily
	$ 602.73

	Olanzapine orally disintegrating
	Zyperxa Zydis
	20 mg tablets
	1 tablet daily
	$ 794.03

	Risperidone orally disintegrating
	Risperdal M-Tab
	1 mg tablets
	1 tablet daily
	$ 150.30

	Risperidone orally disintegrating
	Risperdal M-Tab
	2 mg tablets
	1 tablet daily
	$ 228.04

	Risperidone orally disintegrating
	Risperdal M-Tab
	3 mg tablets
	1 tablet daily
	$ 287.68

	Risperdone orally disintegrating
	Risperdal M-Tab
	4 mg tablets
	1 tablet daily
	$ 386.41


*Wholesale Acquisition Cost (WAC)
Conclusion

Saphris sublingual is an atypical antipsychotic agent that has demonstrated efficacy for the acute treatment of schizophrenia and the acute treatment of manic or mixed episodes associated with bipolar I disorder in adults.  Saphris enters a crowded market of atypical antipsychotic agents. 
Recommendation

MO HealthNet recommends this drug be added to the 15 Day Quantity Limitation First Fill Fiscal Edit.
 References
1. Product Information:  Saphris®, asenapine sublingual tablets.  Schering-Plough Corp., Kenilworth, NJ, 08/2009.

2. Franberg O, Marcus MM, Ivanov V et al:  Asenapine elevates cortical dopamine, noradrenaline and serotonin release.  Evidence for activation of cortical and subcortical dopamine systems by different mechanisms.  Psychopharmacology (Berl) 2009; 204(2):251-264.

3. Tarazi F, Moran-Gates T, Wong E et al:  Asenapine induces differential regional effects on serotonin receptor subtypes.  J Psychopharmacol 2008 Nov 21 (Epub ahead of print).

4. Shahid M, Walker GB, Zorn SH et al:  Asenapine: a novel psychopharmacologic agent with a unique human receptor signature.  J Psychopharmacol 2009; 23(1):65-73.

5. Huang M, Li Z, Dai J  et al:  Asenapine increases dopamine, norepinephrine, and acetylcholine efflux in the rat medial prefrontal cortex and hippocampus.  Neuropsychopharmacology 2008; 33(12):2934-2945.

6. Potkin SG, Cohen M & Panagides J:  Efficacy and tolerability of asenapine in acute schizophrenia:  a placebo- and risperidone-controlled trial.  J Clin Psychiatry 2007; 68(10):1492-1500.

Prepared by:  Mark M Roaseau, BS Pharmacy, MD

Date:  November 19, 2009



































































































PA Criteria Proposal

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


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

