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Food and Drug Administration
Rockville, MD 20857

NDA 21-436 / S-016
NDA 21-713/S-010
NDA 21-729 / S-002
NDA 21-866 / S-003 / S-002

Otsuka Maryland Research Institute, Inc.
Attention: Kusuma Mallikaarjun, Ph.D.
2440 Research Boulevard

Rockville, MD 20850

Dear Dr. Mallikaarjun:

Please refer to your supplemental new drug applications dated November 14, 2006, received
November 15, 2006, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for
Abilify (aripiprazole) Tablets, DISCMELT, Oral Solution, and Injection for Intramuscular Use.

These “Changes Being Effected” supplemental new drug applications provide for the addition of the
terms oropharyngeal spasm, grand mal seizure and jaundice under the Other Events Observed
During the Postmarketing evaluation of Aripiprazole subsection of the ADVERSE REACTIONS
section of Abilify labeling.

We have completed our review of these supplemental new drug applications and they are approved,
effective on the date of this letter, for use as recommended in the final printed labeling (FPL)
submitted on November 14, 2006 (copy attached).

Please note that the final printed labeling included with your additional supplemental application
(NDA 21-866 / S-002) submitted on November 3, 2006 (amended on November 17, 2006) has been
superseded by these applications. Although it will not be reviewed, it will be retained in our files.

If you issue a letter communicating important information about this drug product (i.e., a “Dear Health
Care Professional” letter), we request that you submit a copy of the letter to this NDA and a copy to
the following address:

MEDWATCH

Food and Drug Administration
5515 Security Lane

HFD-001, Suite 5100
Rockville, MD 20852

We remind you that you must comply with the requirements for an approved NDA set forth under
21 CFR 314.80 and 314.81.
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If you have any questions, email CAPT Steven D. Hardeman, R.Ph., Chief, Project Management Staff
at Steven.Hardeman@FDA.HHS.GOV.

Sincerely,

{See appended electronic signature page}

Thomas Laughren, M.D.

Director

Division of Psychiatry Products

Office of Drug Evaluation 1

Center for Drug Evaluation and Research



This is arepresentation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Thomas Laughren
9/ 25/ 2007 03: 30: 43 PM



	S-016 Labeling.pdf
	Go to Main TOC
	Go to Item TOC
	WARNING
	Increased Mortality in Elderly Patients with Dementia-Related Psychosis

	DESCRIPTION
	CLINICAL PHARMACOLOGY
	Pharmacodynamics
	Pharmacokinetics

	ORAL ADMINISTRATION
	Absorption
	Tablet
	Oral Solution

	Distribution
	Metabolism and Elimination

	INTRAMUSCULAR ADMINISTRATION
	Special Populations
	Hepatic Impairment
	Renal Impairment
	Elderly
	Gender
	Race
	Smoking

	Drug-Drug Interactions
	Potential for Other Drugs to Affect ABILIFY
	Potential for ABILIFY to Affect Other Drugs

	Clinical Studies
	Schizophrenia
	Bipolar Disorder
	Agitation Associated with Schizophrenia or Bipolar Mania


	INDICATIONS AND USAGE
	Schizophrenia
	Bipolar Disorder
	Agitation Associated with Schizophrenia or Bipolar Mania


	CONTRAINDICATIONS
	WARNINGS
	Increased Mortality in Elderly Patients with Dementia-Related Psychosis
	Neuroleptic Malignant Syndrome (NMS)
	Tardive Dyskinesia
	Cerebrovascular Adverse Events, Including Stroke, in Elderly Patients with Dementia-Related Psychosis
	Hyperglycemia and Diabetes Mellitus

	PRECAUTIONS
	General
	Orthostatic Hypotension
	Seizure/Convulsion
	Potential for Cognitive and Motor Impairment
	Body Temperature Regulation
	Dysphagia
	Suicide
	Use in Patients with Concomitant Illness

	Information for Patients
	Interference with Cognitive and Motor Performance
	Pregnancy
	Nursing
	Concomitant Medication
	Alcohol
	Heat Exposure and Dehydration
	Sugar Content
	Phenylketonurics

	Drug-Drug Interactions
	Potential for Other Drugs to Affect ABILIFY
	Potential for ABILIFY to Affect Other Drugs

	Carcinogenesis, Mutagenesis, Impairment of Fertility
	Carcinogenesis
	Mutagenesis
	Impairment of Fertility

	Pregnancy
	Pregnancy Category C

	Labor and Delivery
	Nursing Mothers
	Pediatric Use
	Geriatric Use

	ADVERSE REACTIONS
	ORAL ADMINISTRATION
	Adverse Findings Observed in Short-Term, Placebo-Controlled Trials of Patients with Schizophrenia
	Adverse Events Associated with Discontinuation of Treatment in Short-Term, Placebo-Controlled Trials

	Commonly Observed Adverse Events in Short-Term, Placebo-Controlled Trials of Patients with Schizophrenia
	Adverse Findings Observed in Short-Term, Placebo-Controlled Trials of Patients with Bipolar Mania
	Adverse Events Associated with Discontinuation of Treatment in Short-Term, Placebo-Controlled Trials

	Commonly Observed Adverse Events in Short-Term, Placebo-Controlled Trials of Patients with Bipolar Mania
	Table 1: Commonly Observed Adverse Events in Short-Term, Placebo-Controlled Trials of Patients with Bipolar Mania Treated with O
	Adverse Events Occurring at an Incidence of 2% or More Among Aripiprazole-Treated Patients and Greater than Placebo in Short-Ter
	Table 2: Treatment-Emergent Adverse Events in Short-Term, Placebo-Controlled Trials in Patients Treated with Oral ABILIFY

	INTRAMUSCULAR ADMINISTRATION
	Adverse Findings Observed in Short-Term, Placebo-Controlled Trials of Patients with Agitation Associated with Schizophrenia or B
	Adverse Events Associated with Discontinuation of Treatment in Short-Term, Placebo-Controlled Trials

	Commonly Observed Adverse Events in Short-Term, Placebo-Controlled Trials of Patients with Agitation Associated with Schizophren
	Adverse Events Occurring at an Incidence of 1% or More Among Aripiprazole-Treated Patients and Greater than Placebo in Short-Ter
	Table 3: Treatment-Emergent Adverse Events in Short-Term, Placebo-Controlled Trials in Patients Treated with ABILIFY Injection
	Dose-Related Adverse Events
	Schizophrenia

	Extrapyramidal Symptoms
	Laboratory Test Abnormalities
	Weight Gain
	Table 4: Weight Change Results Categorized by BMI at Baseline: Placebo-Controlled Study in Schizophrenia, Safety Sample
	Table 5: Weight Change Results Categorized by BMI at Baseline: Active-Controlled Study in Schizophrenia, Safety Sample
	ECG Changes
	Additional Findings Observed in Clinical Trials
	Adverse Events in Long-Term, Double-Blind, Placebo-Controlled Trials

	Other Adverse Events Observed During the Premarketing Evaluation of Oral Aripiprazole
	Other Adverse Events Observed During the Premarketing Evaluation of Aripiprazole Injection
	Other Events Observed During the Postmarketing Evaluation of Aripiprazole

	DRUG ABUSE AND DEPENDENCE
	Controlled Substance
	Abuse and Dependence

	OVERDOSAGE
	Human Experience
	Management of Overdosage

	DOSAGE AND ADMINISTRATION
	Oral
	Schizophrenia
	Usual Dose

	Dosage in Special Populations
	Maintenance Therapy
	Switching from Other Antipsychotics
	Bipolar Disorder
	Usual Dose

	Dosage in Special Populations
	Maintenance Therapy

	Oral Solution
	Directions for Use of ABILIFY DISCMELT Orally Disintegrating Tablets

	INTRAMUSCULAR INJECTION
	
	Agitation Associated with Schizophrenia or Bipolar Mania
	Usual Dose
	Administration of ABILIFY Injection
	Table 6: ABILIFY Injection Dosing Recommendations
	Dosage in Special Populations



	ANIMAL TOXICOLOGY
	HOW SUPPLIED
	Table 7: ABILIFY Tablet Presentations
	Table 8: ABILIFY DISCMELT Orally Disintegrating Tablet Presentations
	150-mL bottle  NDC 59148-013-15
	Storage
	Tablets
	Oral Solution
	Injection






