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Rockville, MD 20857

NDA 21-460/S-005

Bristol-Myers Squibb Company

Attention: David L. Silberstein

Associate Director, Global Regulatory Strategy
P.O. Box 4000

Princeton, NJ 08543-4000

Dear Mr. Silberstein:

Please refer to your supplemental new drug application dated December 18, 2006, received
December 19, 2006, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic
Act for Metaglip (glipizide and metformin HCI) Tablets.

We acknowledge receipt of your submission dated June 13, 2007.

This “Changes Being Effected” supplemental new drug application provides for revised labeling
in response to our request of June 24, 2005, to delete the contraindication of congestive heart
failure from the labeling.

We have completed our review of this application, as amended. This application is approved,
effective on the date of this letter, for use as recommended in the agreed-upon labeling text.

Within 21 days of the date of this letter, submit content of labeling [21 CFR 314.50(D)] in
structured product labeling (SPL) format, as described at
http://www.fda.gov/oc/datacouncil/spl.html, that is identical in content to the enclosed labeling.
Upon receipt and verification, we will transmit that version to the National Library of Medicine
for public dissemination.

The final printed labeling (FPL) must be identical to the enclosed labeling (text for package
insert and patient package insert, submitted June 13, 2007).

Please submit an electronic version of the FPL according to the guidance for industry titled
Providing Regulatory Submissions in Electronic Format - NDA. Alternatively, you may submit
20 paper copies of the FPL as soon as it is available but no more than 30 days after it is printed.
Individually mount 15 of the copies on heavy-weight paper or similar material. For
administrative purposes, designate this submission "FPL for approved supplement NDA
21-460/S-005.” Approval of this submission by FDA is not required before the labeling is used.

In addition, submit three copies of the introductory promotional materials that you propose to use
for this product. Submit all proposed materials in draft or mock-up form, not final print. Send
one copy to this division and two copies of both the promotional materials and the package insert
directly to:
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Food and Drug Administration

Center for Drug Evaluation and Research

Division of Drug Marketing, Advertising, and Communications
5901-B Ammendale Road

Beltsville, MD 20705-1266

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 reporting requirements for an approved NDA
(21 CFR 314.80 and 314.81).

If you have any questions, call Julie Marchick, Regulatory Project Manager, at (301) 796-1280.

Sincerely,

{See appended electronic signature page}

Mary H. Parks, M.D.

Director

Division of Metabolism and Endocrinology Products
Office of Drug Evaluation Il

Center for Drug Evaluation and Research

Enclosure: Package Insert and Patient Package Insert



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

Mary Parks
6/ 18/ 2007 03:17:31 PM



	proposed.pdf
	Go to Main TOC
	Go to Item TOC
	DESCRIPTION
	CLINICAL PHARMACOLOGY
	Mechanism of Action
	Pharmacokinetics
	Absorption and Bioavailability
	METAGLIP
	Glipizide
	Metformin Hydrochloride

	Distribution
	Glipizide
	Metformin Hydrochloride

	Metabolism and Elimination
	Glipizide
	Metformin Hydrochloride


	Special Populations
	Patients With Type 2 Diabetes
	Hepatic Insufficiency
	Renal Insufficiency
	Geriatrics
	Table 1: Select Mean (<plusminus>S.D.) Metformin Pharmacokinetic Parameters Following Single or Multiple Oral Doses of Metformin
	Pediatrics
	Gender
	Race

	Clinical Studies
	Initial Therapy
	Table 2: Active-Controlled Trial of METAGLIP as Initial Therapy: Summary of Trial Data at 24 Weeks
	Second-Line Therapy
	Table 3: METAGLIP as Second-Line Therapy: Summary of Trial Data at 18 Weeks


	INDICATIONS AND USAGE
	CONTRAINDICATIONS
	WARNINGS
	Metformin Hydrochloride
	SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY

	PRECAUTIONS
	General
	METAGLIP
	Hypoglycemia

	Glipizide
	Renal and hepatic disease

	Metformin Hydrochloride
	Monitoring of renal function
	Use of concomitant medications that may affect renal function or metformin disposition
	Radiologic studies involving the use of intravascular iodinated contrast materials (for example, intravenous urogram, intravenou
	Hypoxic states
	Surgical procedures
	Alcohol intake
	Impaired hepatic function
	Vitamin B12 levels
	Change in clinical status of patients with previously controlled type 2 diabetes


	Information for Patients
	METAGLIP

	Laboratory Tests
	Drug Interactions
	METAGLIP
	Glipizide
	Metformin Hydrochloride
	Furosemide
	Nifedipine
	Cationic drugs
	Other


	Carcinogenesis, Mutagenesis, Impairment of Fertility
	Glipizide
	Metformin Hydrochloride

	Pregnancy
	Teratogenic Effects: Pregnancy Category C
	Glipizide
	Metformin Hydrochloride

	Nonteratogenic Effects

	Nursing Mothers
	Pediatric Use
	Geriatric Use

	ADVERSE REACTIONS
	METAGLIP
	Table 4: Clinical Adverse Events >5% in any Treatment Group, by Primary Term, in Initial Therapy Study
	Table 5: Clinical Adverse Events >5% in any Treatment Group, by Primary Term, in Second-Line Therapy Study
	Hypoglycemia
	Gastrointestinal Reactions

	OVERDOSAGE
	Glipizide
	Metformin Hydrochloride

	DOSAGE AND ADMINISTRATION
	General Considerations
	METAGLIP as Initial Therapy
	METAGLIP as Second-Line Therapy
	Specific Patient Populations

	HOW SUPPLIED
	STORAGE

	PATIENT INFORMATION ABOUT
	Q1. Why do I need to take METAGLIP?
	Q2. What is type 2 diabetes?
	Q3. Why is it important to control type 2 diabetes?
	Q4. How is type 2 diabetes usually controlled?
	Q5. Does METAGLIP work differently from other glucose-control medications?
	Q6. What happens if my blood sugar is still too high?
	Q7. Can METAGLIP cause side effects?
	Q8. What are the most common side effects of METAGLIP?
	Q9. Are there any serious side effects that METAGLIP can cause?
	Q10. What is lactic acidosis and can it happen to me?
	Q11. Are there other risk factors for lactic acidosis?
	Q12. What are the symptoms of lactic acidosis?
	Q13. What does my doctor need to know to decrease my risk of lactic acidosis?
	Q14. Can I take METAGLIP with other medications?
	Q15. What if I become pregnant while taking METAGLIP?
	Q16. How do I take METAGLIP?
	Q17. Where can I get more information about METAGLIP?





