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Food and Drug Administration
Rockville, MD 20857

NDA 20-592 / S-029
NDA 21-086 / S-011
NDA 21-253 / S-006

Eli Lilly and Company
Attention: Robin Wojcieszek, R.Ph.
Lilly Corporate Center
Indianapolis, IN 46285

Dear Ms. Wojcieszek:

Please refer to your supplemental new drug applications dated September 7, 2004, received September
8, 2004, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for the Zyprexa
(olanzapine) products [Zyprexa Tablets, Zyprexa Zydis Tablets, Zyprexa IntraMuscular Injection].

We acknowledge receipt of your submissions dated September 10, 2004 and August 18, 2005.

These “Changes Being Effected” supplemental new drug applications provide for labeling changes
under PRECAUTIONS, General, Hemodynamic Effects as follows (additions/deletions highlighted):

For intramuscular olanzapine for injection therapy, patients should remain recumbent
if drowsy or dizzy after injection until examination has indicated that they are not
experiencing postural hypotension,-andfer bradycardia, and/or hypoventilation.

Olanzapine should be used with particular caution in patients with known
cardiovascular disease (history of myocardial infarction or ischemia, heart failure, or
conduction abnormalities), cerebrovascular disease, and conditions which would
predispose patients to hypotension (dehydration, hypovolemia, and treatment with
antihypertensive medications) where the occurrence of syncope, or hypotension and/or
bradycardia might put the patient at increased medical risk.

Caution is necessary in patients who receive treatment with other drugs having effects
that can induce hypotension, bradycardia, respiratory or central nervous system
depression (see Drug Interactions). Concomitant administration of intramuscular
olanzapine and parenteral benzodiazepine has not been studied and is therefore not
recommended. If use of intramuscular olanzapine in combination with parenteral
benzodiazepines is considered, careful evaluation of clinical status for excessive
sedation and cardiorespiratory depression is recommended.

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 September 7, 2004 (attached).

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 LCDR Keith Kiedrow, Pharm.D., Regulatory Project Manager, at
Keith.Kiedrow@HHS.FDA.GOV.

Sincerely,
{See appended electronic signature page}

Thomas Laughren, M.D.

Director

Division of Psychiatry Products

Office of Drug Evaluation |

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
8/ 25/ 2006 10:50: 52 AM



	SLR-029 FPL.pdf
	Supplement Main Table of Contents
	Labeling Table of Contents
	Proposed Labeling Text Clean
	DESCRIPTION
	CLINICAL PHARMACOLOGY
	Pharmacodynamics
	Pharmacokinetics
	Oral Administration
	Intramuscular Administration
	Special Populations
	Clinical Efficacy Data
	Schizophrenia
	Bipolar Disorder
	Agitation Associated with Schizophrenia and Bipolar I Mania

	INDICATIONS AND USAGE
	Schizophrenia
	Bipolar Disorder
	Agitation Associated with Schizophrenia and Bipolar I Mania

	CONTRAINDICATIONS
	WARNINGS
	PRECAUTIONS
	General
	Information for Patients
	Laboratory Tests
	Drug Interactions
	Carcinogenesis, Mutagenesis, Impairment of Fertility
	Pregnancy
	Labor and Delivery
	Nursing Mothers
	Pediatric Use
	Geriatric Use

	ADVERSE REACTIONS
	Incidence of Adverse Events in Short-Term, Placebo-Controlled and Combination Trials
	Adverse Events Associated with Discontinuation of Treatment in Short-Term, Placebo-Controlled Trials
	Adverse Events Associated with Discontinuation of Treatment in Short-Term Combination Trials
	Commonly Observed Adverse Events in Short-Term, Placebo-Controlled Trials
	Adverse Events Occurring at an Incidence of 2% or More Among Oral Olanzapine-Treated Patients in Short-Term, Placebo-Controlled Trials
	Commonly Observed Adverse Events in Short-Term Combination Trials
	Adverse Events Occurring at an Incidence of 2% or More Among Oral Olanzapine-Treated Patients in Short-Term Combination Trials
	Adverse Events Occurring at an Incidence of 1% or More Among Intramuscular Olanzapine for Injection-Treated Patients in Short-Term, Placebo-Controlled Trials

	Additional Findings Observed in Clinical Trials
	Dose Dependency of Adverse Events in Short-Term, Placebo-Controlled Trials

	Other Adverse Events Observed During the Clinical Trial Evaluation of Olanzapine
	Postintroduction Reports

	DRUG ABUSE AND DEPENDENCE
	Controlled Substance Class
	Physical and Psychological Dependence

	OVERDOSAGE
	Human Experience
	Overdosage Management

	DOSAGE AND ADMINISTRATION
	Schizophrenia
	Bipolar Disorder
	Agitation Associated with Schizophrenia and Bipolar I Mania

	HOW SUPPLIED
	ANIMAL TOXICOLOGY





