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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, or require prior authorization for use. 

	
	

	
	

	Dosage Forms & Manufacturer:
	Each tablet contains 10 mg, 15 mg, 20 mg, or 30mg of aripiprazole.

Bristol Myers Squibb, Princeton, NJ 08543; Otsuka America Pharmaceutical, Inc, Rockville, MD 20850.

	
	

	
	

	Summary of Findings: 
	It is recommended that Abilify( 10 mg, 15 mg, 20 mg, and 30mg be removed from prior authorization approval status and classified as ‘Open Access’.
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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 or not (open access). 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 o f 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.

Introduction1,2
Abilify( is a new antipsychotic agent, a dopamine system stabilizer, that has a unique mechanism of action. It is a partial dopamine agonist, as well as a serotonin agonist at some receptors and an antagonist at other serotonin receptors.  Comparatively, atypical antipsychotics like Zyprexa( and Risperdal( block both dopamine and serotonin receptors.

Like the atypical antipsychotics, Abilify( treats both the positive and negative symptoms of schizophrenia. The atypical agents have replaced older agents (e.g., Haldol( ) as first line therapy because of their improved efficacy, tolerability, and safety.

Dosage Form1
Each pink, modified rectangular tablet contains:

· aripiprazole………………..10 mg

Each yellow, round tablet contains:

· aripiprazole………………..15 mg

Each white, round tablet contains:

· aripiprazole………………..20 mg

Each pink, round tablet contains:

· aripiprazole………………..30 mg

Manufacturer 1
Manufactured by:
Bristol Myers Squibb, Princeton, NJ 08543; Otsuka America Pharmaceutical, Inc, Rockville, MD 20850.

Indications 1
Abilify( is indicated for the treatment of schizophrenia.
Clinical Efficacy (mechanism of action/pharmacology, comparative efficacy) 1-5
As a dopamine system stabilizer Abilify( represents the first of new class of agents.  It is a partial dopamine agonist that acts at both presynaptic and postsynaptic dopamine receptors, thus enabling it to either produce or reduce dopamine depending on the circumstance. Abilify( is also a serotonin agonist at some receptors and an antagonist at other serotonin receptors.  Comparatively, atypical antipsychotics like Zyprexa(, Risperdal(, and Geodon( block both dopamine and serotonin receptors, although each agent has a unique subreceptor profile.

Abilify( was evaluated in 4 short-term, placebo-controlled trials. In 3 of these, Abilify( demonstrated  superiority to placebo in improving global measures of symptoms and both negative and positive symptoms of schizophrenia. Abilify( has also been compared to Haldol( for schizophrenia and  schizoaffective disorder, where both drugs showed equivalent efficacy and were superior to placebo.  Somnolence and extrapyramidal symptoms were observed more commonly in those taking Haldol(. Nausea was more common in those taking Abilify(.

Abilify( has also been compared to Risperdal( in patients with relapses of schizophrenia or schizoaffective disorder. Both drugs showed equivalent efficacy and were superior to placebo. 

Risperdal( was associated with elevated prolactin levels and a small increase (6 msec) in the QTc interval.  Abilify( and Zyprexa( were evaluated in patients with stable schizophrenia or 

schizoaffective disorder.  In this study, the drugs produced similar efficacy with the exception of secondary verbal memory where Abilify( was superior. Weight gain was observed more frequently in the Zyprexa(-treated patients. Abilify( produced a significant drop in cholesterol.
Contraindications1
Abilify( is contraindicated in those with known hypersensitivity. 

Adverse Effects1
The most frequently reported adverse effects with Abilify( were headache, anxiety, insomnia, nausea, vomiting, lightheadedness, somnolence, akathisia, and constipation.  Orthostatic hypotension and increased risk of seizures are other reported adverse effects.

Drug Interactions1
Abilify( is eliminated primarily through CYP3A4 and CYP2D6.  Consequently, CYP3A4 inducers like carbamazepine may lower serum concentrations of Abilify(.  Serum concentrations of  Abilify( may be increased by inhibitors of CYP3A4 and CYP2D6 such as ketoconazole, quinidine, fluoxetine, and paroxetine.

Dosage and Administration1
The recommended starting dose of Abilify( is 10 mg or 15 mg once daily, given with or without food. Abilify( is effective in the dosage range from 10 mg to 30 mg daily. Changes in doses should be made at 2 week intervals.
No dosage adjustment is needed for those with renal or hepatic impairment. 

Specific guidelines are available for using Abilify( with inducers and inhibitors:

When Abilify( is given with ketocaonazole (a CYP3A4 inhibitor), the dose of Abilify( should be reduced to half the usual dose.

When Abilify( is given with quinidine, fluoxetine, or paroxetine (CYP2D6 inhibitors), the dose of Abilify( should be reduced to half the usual dose.

When Abilify( is given with carbamazepine (a CYP3A4 inducer), the dose of Abilify( should be doubled to 20mg or 30mg.

Use in Other Populations1
Pregnancy: Pregnancy Category C.

Nursing Mothers: It is not known if Abilify( is excreted in human breast milk.

Pediatric Use: Has not been established.

Geriatric Use: Of the 5592 patients treated with Abilify(, 659 (12%) were > 65 years old and 525 (9%) were > 75 years old.

Cost Comparison6
The average wholesale prices of the different  Abilify( strengths are 10 mg, $304.20 per 30 tablets, 15 mg, $304.20 per 30 tablets, 20 mg, $430.20 per 30 tablets, and 30 mg, $430.00 per 30 tablets.

Table 1 shows monthly cost comparisons for average daily doses of Abilify( and the atypical antipsychotics.

Table 1:  Monthly Cost for Average Doses of Abilify(  and Atypical Antipsychotic Agents
	Drug
	Average Dose
	Dosage Regimen
	Cost per unit

($AWP)*
	Monthly cost

($AWP)*

	Abilify(
	20 mg daily
	20 mg qd
	14.34
	430.20

	Geodon(
	120 mg daily
	60 mg bid
	4.47
	268.21

	Risperdal(
	6 mg daily
	3 mg bid
	6.17
	370.44

	Seroquel(
	300 mg daily
	100 mg tid
	2.91
	261.57

	Zyprexa(
	10 mg daily
	10 mg qd
	10.81
	324.42


*AWP: Red Book Update, Montvale, NJ; February 2003. 

Conclusion

Abilify( is the first of a new class of antipsychotic agents, the dopamine system stabilizers. The results of clinical trials investigating its efficacy against that of placebo, as well a Haldol(, and two atypical agents, Risperdal( and Zyprexa( showed superior efficacy compared to placebo and comparative efficacy compared to the 3 active agents.  The adverse effect profile shows low risk of extrapyramidal symptoms, little effect on QTc interval, and little effect on weight – three problems that are important in the antipsychotic class of drugs. It is too early to know if the role of Abilify( will differ from the older agents, but it does appear to offer a good therapeutic option, particularly for those patients who have troublesome side effects with the other agents.
Recommendation

It is recommended that Abilify( 10 mg, 15 mg, 20 mg, and 30mg be removed from prior authorization approval status and classified  as ‘Open Access’.
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