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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 Latuda 40 mg contains 40 mg of Lurasidone HCl and each tablet of Latuda 80 mg contains 80 mg of Lurasidone HCl.
Sunovion Pharmaceuticals Inc. Marlborough, MA 01752

	
	

	Summary of Findings:
	Latuda is an atypical antipsychotic belonging to the class of benzoisothiazol derivatives. Clinically, Latuda is effective for the positive and negative symptoms of schizophrenia. In October 2010, the FDA approved Latuda for the treatment of schizophrenia in adults.  Latuda provides a new treatment option for schizophrenia, but clinical comparisons with other agents used to treat this disorder are not available and will be needed to help differentiate product selection.

	
	

	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 
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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, 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
Approximately 2.4 million Americans have schizophrenia, a brain disorder characterized by acute episodes of delusions and hallucinations as well as long-term impairments, such as diminished emotion, a general lack of interest, and depression.  Atypical antipsychotics are considered the standard of care for schizophrenia and related disorders. Compared to conventional antipsychotics, atypical antipsychotics generally have a lower potential for extrapyramidal side effects.
Dosage Form(s) 
Each tablet of Latuda 40 mg contains 40 mg of Lurasidone HCl and each tablet of Latuda 80 mg contains 80 mg of Lurasidone HCl.
Manufacturer
Sunovion Pharmaceuticals Inc. Marlborough, MA 01752
Indication(s) 1
 Latuda tablets are indicated for the treatment of patients with schizophrenia.
Clinical Efficacy (mechanism of action/pharmacology, comparative efficacy)1-5
Latuda is an atypical antipsychotic agent that has potent binding affinity for dopamine D(2) and 5-hydroxytryptamine 2A (5-HT(2A)) receptors, as well as receptors implicated in the enhancement of cognition and mood, the reduction of negative symptoms (5-HT(7), 5-HT(1A), and noradrenaline alpha(2C)). While its exact mechanism of action in the treatment of schizophrenia is unknown, it has been suggested that efficacy is mediated through a combination of central dopamine D(2) and serotonin (5-HT(2A)) receptor antagonism.
	
	LATUDA

	Protein binding
	About 99%

	Volume of distribution
	6173 L

	Metabolism
	Liver

	Excretion
	Renal: about 9% 

Fecal: about 80% 

Total body clearance: 3902 mL/min 

	Half-life (terminal)
	18 hours


The approval of Latuda was primarily based upon four short-term (6-week), randomized, placebo-controlled clinical trials involving 1287 adults with schizophrenia. Results from these studies showed that treatment with Latuda was more effective than placebo when assessed by the Positive and Negative Syndrome Scale (PANSS), the Brief Psychiatric Rating Scale derived (BPRSd), or the Clinical Global Impression severity scale (CGI-S). Clinical comparisons between Latuda and other agents used to treat schizophrenia are not available.
SCHIZOPHRENIA

	STUDY DESIGN
	Four 6-week, randomized, placebo-controlled clinical trials (n=1287).

	INCLUSION CRITERIA 
	Adult patients with schizophrenia.

	EXCLUSION CRITERIA 
	Not specified.

	TREATMENT REGIMEN 
	In Study 1 (n=145), patients were randomized to receive Latuda (40 mg or 120 mg/day) or placebo. In Study 2 (n=180), patients were randomized to receive Latuda 80 mg/day or placebo. In Study 3 (n=473), patients were randomized to receive Latuda (40 mg or 120 mg/day), an active control to assess assay sensitivity (olanzapine), or placebo. In Study 4 (n=489), patients were randomized to receive Latuda (40 mg, 80 mg, or 120 mg/day) or placebo. Several instruments were used for assessing psychiatric signs and symptoms in the studies. The Positive and Negative Syndrome Scale (PANSS) is a multi-item inventory of general psychopathology that evaluates the effects of drug treatment in schizophrenia. PANSS total scores may range from 30 to 210. The Brief Psychiatric Rating Scale derived (BPRSd) is derived from the PANSS. BPRSd is a multi-item inventory that primarily focuses on the positive symptoms of schizophrenia, whereas the PANSS includes a wider range of positive, negative, and other symptoms of schizophrenia. BPRSd scores may range from 18 to 126. The Clinical Global Impression Severity scale (CGI-S) is a valid clinician-rated scale that measures the state of the subject's current illness on a scale of 1 to 7. The endpoint associated with each instrument was a change from baseline in the total score at the end of week 6. The changes with Latuda were compared with placebo for the drug and control groups.

	RESULTS 
	In Study 1, both doses of Latuda (40 mg and 120 mg/day) were superior to placebo on the BPRSd total score (p < 0.05) and the CGI-S. In Study 2, Latuda 80 mg/day was superior to placebo on the BPRSd total score (p < 0.05) and the CGI-S. In Study 3, both doses of Latuda (40 mg and 120 mg/day) and the active control (olanzapine) were superior to placebo on the PANSS total score (p < 0.05) and the CGI-S. In Study 4, only the 80 mg/day dose of Latuda was superior to placebo on the PANSS total score (p < 0.05) and the CGI-S.

	SAFETY 
	The most common adverse reactions (>= 5% and 2 times > placebo) were somnolence, akathisia, nausea, parkinsonism, and agitation.


Contraindications1
· Coadministration with a strong CYP3A4 inhibitors (eg, ketoconazole) 

· Coadministration with a strong CYP3A4 inducers (eg, rifampin) 

Warnings and Precautions1
· Elderly patients with dementia-related psychosis (unapproved use); increased risk of death; most deaths were attributed to cardiovascular events (eg, heart failure or sudden death) or infections (eg, pneumonia) 

· Agranulocytosis, leukopenia, and neutropenia have been reported; risk factors include low WBC and history of drug-induced leukopenia or neutropenia; monitoring recommended; discontinue if significant WBC decline with no other causative factors or if patient has severe neutropenia (eg, ANC less than 1000/mm(3)) 

· Cardiovascular or cerebrovascular disease or conditions that predispose patients to hypotension (eg, dehydration, hypovolemia, antihypertensive medications); increased risk of orthostatic hypotension and syncope; monitoring recommended 

· Cerebrovascular adverse events (cerebrovascular accidents and transient ischemic attacks), including fatalities, have been reported in association with antipsychotic agents in elderly patients with dementia (unapproved use) 

· Conditions that may contribute to elevated body temperature (eg, strenuous exercise, extreme heat exposure, dehydration, concomitant anticholinergic use); disruption of body temperature regulation has been reported with antipsychotic agents 

· Diabetes mellitus or risk factors for diabetes mellitus; increased risk of severe hyperglycemia; monitoring recommended 

· Elderly patients, especially elderly women; increased risk of tardive dyskinesia 

· Esophageal dysmotility and aspiration may occur; use not recommended in patients at risk for aspiration pneumonia 

· Hyperglycemia (some cases extreme and associated with ketoacidosis, hyperosmolar coma, or death) has been reported with atypical antipsychotic use; monitor for symptoms of hyperglycemia 

· Hyperprolactinemia has been reported 

· Increased duration of therapy and/or higher cumulative doses; increased risk of tardive dyskinesia 

· Neuroleptic malignant syndrome (NMS), potentially fatal, has been reported in association with antipsychotic drugs; immediately discontinue therapy if NMS is suspected 

· Seizure disorder, history, or conditions that lower the seizure threshold; risk of seizures 

· Tardive dyskinesia, potentially irreversible, may occur; drug discontinuation may be necessary 
Adverse Effects1
	Most common, >=2%
	Latuda (n=1004)
	Placebo (n=455)

	Somnolence
	22%
	10%

	Akathisia
	15%
	3%

	Nausea
	12%
	6%

	Parkinsonism
	11%
	5%

	Dyspepsia
	8%
	6%

	Insomnia
	8%
	7%

	Vomiting
	8%
	6%

	Agitation
	6%
	3%

	Anxiety
	6%
	3%

	Dizziness
	5%
	3%

	Dystonia
	5%
	<1%

	Back pain
	4%
	3%

	Fatigue
	4%
	3%

	Restlessness
	3%
	2%

	Salivary hypersecretion
	2%
	<1%


Drug Interactions1
· Alcohol
· Centrally-acting drugs
· Moderate CYP3A4 inhibitors (diltiazem)
· Strong CYP3A4 inhibitors (Ketoconazole)
· Strong CYP3A4 inducers (Rifampin)
Dosage and Administration1
USUAL DOSE 40 mg ORALLY once daily; MAX 80 mg once daily
Costs (at commonly used dosages)

COST (WAC)*

	GENERIC NAME
	BRAND NAME
	STRENGTH
	COST / TABLET

	Lurasidone HCl
	Latuda
	40mg
	$  14.00

	Lurasidone HCl
	Latuda
	80mg
	$  14.00

	Aripiprazole
	Abilify
	10 mg
	$  16.75

	Aripiprazole
	Abilify
	15 mg
	$  16.75

	Aripiprazole
	Abilify
	30 mg
	$  23.68

	Olanzapine
	Zyprexa
	5 mg
	$  11.18

	Olanzapine
	Zyprexa
	10 mg
	$  16.84

	Olanzapine
	Zyprexa
	20 mg
	$  33.68

	Paliperidone
	Invega
	3 mg
	$  15.12

	Paliperidone
	Invega
	6 mg
	$  15.12

	Paliperidone
	Invega
	9 mg
	$  22.68

	Quetiapine
	Seroquel XR
	300 mg
	$  11.77

	Quetiapine
	Seroquel XR
	400 mg
	$  13.83

	Risperidone
	Generic
	1 mg
	$    0.17

	Risperidone
	Generic
	2 mg
	$   0.26

	Risperidone
	Generic
	3 mg
	$    0.25

	Ziprasidone
	Geodon
	20 mg
	$   6.99

	Ziprasidone
	Geodon
	40 mg
	$   6.99

	Ziprasidone
	Geodon
	60 mg
	$   8.48

	Ziprasidone
	Geodon
	80 mg
	$   8.48


*Wholesale Acquisition Cost (WAC)
Conclusion

Latuda is an atypical antipsychotic belonging to the class of benzoisothiazol derivatives. Atypical antipsychotics are considered the standard of care for schizophrenia and related disorders. Compared to conventional antipsychotics, atypical antipsychotics generally have a lower potential for extrapyramidal side effects. Clinically, Latuda is effective for the positive and negative symptoms of schizophrenia. In October 2010, the FDA approved Latuda for the treatment of schizophrenia in adults.  Latuda provides a new treatment option for schizophrenia, but clinical comparisons with other agents used to treat this disorder are not available and will be needed to help differentiate product selection.
Recommendation

MO HealthNet Division recommends using the current Atypical Antipsychotic Polypharmacy clinical edit, the current Psychotropic Medication Polypharmacy clinical edit and the First Fill 15 Day Limitation fiscal edit for this product.
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