Aripiprazole Orally Disintegrating Tablets (ODT)

(Abilify® DISCMELT™, Bristol-Myers Squibb)

Classification:
Antipsychotic agent, atypical
Pharmacology:

The exact mechanism of action of aripiprazole for the treatment of schizophrenia, bipolar disorder is not known. However its primary mechanism of action is thought to involve partial agonistic activity at the D2 and 5-HT1A receptor sites and antagonistic activity at the 5HT2A receptor site. 
Pharmacokinetics:


Aripiprazole ODT are bioequivalent to aripiprazole tablets

Absorption:
Absolute oral bioavailability is 87%; aripiprazole can be administered with or without food
Distribution:
Approximately 99% protein bound (primarily to albumin) and high steady state volume of distribution (4.9L/kg)
Metabolism:
Hepatic via CYP 2D6 and 3A4
Elimination:  Half-life of aripiprazole and dehydroaripiprazole is 75 and 94 hours respectively
Indications:
Treatment of schizophrenia, acute manic or mixed episodes of bipolar disorder and maintenance treatment following response in acute manic or mixed episodes
Dosage:  Aripiprazole ODT are available in 10 mg and 15 mg strengths (Dosage range in Schizophrenia and Bipolar Disorder 10-30 mg per day)
Administration: Do not open blister until ready to administer.  To administer, peel back the foil to reveal the tablet, do not push tablet through the foil.  With dry hands remove the tablet and place on tongue.  It is recommended that the ODT be taken without liquid; however, if needed, patient’s can take the tablet with liquid. 

Contraindications:

· Patients with hypersensitivity to aripiprazole or other ingredients in the product

Warnings:

· Boxed Warning: increased mortality in elderly patients with dementia related psychosis

· Neuroleptic Malignant Syndrome (NMS)

· Tardive Dyskinesia

· Hyperglycemia

Precautions:

· Patients with phenylketonuria- product contains phenylalanine (10 mg ODT 1.12 mg phenylalanine, 15 mg ODT 1.68 mg phenylalanine)
· Patients who have known cardiovascular disease, cerebrovascular disease or conditions that would predispose them to hypotension

· Patients with a history of seizures or other conditions that lower seizure threshold
· Pregnancy Category C
Interactions:

· CYP 3A4 inducers such as carbamazepine could increase clearance of aripiprazole thus leading to lower blood levels.  CYP 3A4 inhibitors such as ketoconazole decrease aripiprazole elimination leading to increased blood levels.
· CYP 2D6 inhibitors such as quinidine, fluoxetine, and paroxetine decrease aripiprazole elimination leading to increased blood levels
Adverse Reactions:

Most common treatment emergent adverse events include akathisia (7%), vomiting (5%), insomnia (5%), somnolence (4%), nausea (4%), and constipation (4%)*
*% reported as active drug – placebo incidence

Costs and Monitoring:
10 mg and 15 mg aripiprazole orally disintegrating tablets $11.83 each (10 mg and 15 mg aripiprazole tablets $9.94; aripiprazole oral solution 1mg/ml $61.60 per 150 ml bottle so 10 mg $4.11 and 15 mg $6.16)
Product Identification:

10 mg is pink with scattered specks; tablet markings “A” and “640” “10”; blister pack
15mg is yellow with scattered specks; tablet markings “A” and “641” “15”; blister pack

Storage: 
Store at room temperature (25°C) in blister packaging
Efficacy:

Approval based on aripiprazole oral tablet efficacy studies.  Bioavailability of aripiprazole ODT is bioequivalent to aripiprazole oral tablets.
Conclusions:

Currently there are no studies suggesting advantages regarding efficacy or side effects with the ODT over oral aripiprazole tablets.  It may be advantageous to use the ODT formulation in patient’s suspected of cheeking medication and patient’s with difficulty swallowing tablets.  Oral aripiprazole solution is available and is lower in cost per mg than the ODT; however, the ODT may be a more convenient dosage form for use.
Recommendation:

Recommeded for addition to the formulary.
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