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_(C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville, MD 20857

NDA 21-073/S-023

Takeda Global Research & Development Center, Inc.
Attention: Mary Jo Pritza, MPH, PharmD

Manager, Regulatory Affairs

475 Half Day Road, Suite 500

Lincolnshire, IL 60069

Dear Ms. Pritza:

Please refer to your supplemental new drug application dated June 16, 2004, received July 21, 2004,
submitted under 505(b) of the Federal Food, Drug, and Cosmetic Act for Actos® (pioglitazone HCI)
Tablets, 15 mg, 30 mg, and 45 mg.

We acknowledge receipt of your submissions dated June 23 and 28 and July 20, 2004.

This supplemental new drug application proposes to add the following new heading and two
paragraphs to the WARNINGS section, Cardiac Failure and Other Cardiac Effects subsection of
the package insert:

“In type 2 diabetes and congestive heart failure (systolic dysfunction)
A 24-week post-marketing safety study was performed to compare ACTOS (n=262) to
glyburide (n=256) in uncontrolled diabetic patients (mean HbA ¢ 8.8% at baseline)
with NYHA Class II and III heart failure and ejection fraction less than 40% (mean EF
30% at baseline). Over the course of the study, overnight hospitalization for congestive
heart failure was reported in 9.9% of patients on ACTOS compared to 4.7% of patients
on glyburide with a treatment difference observed from 6 weeks. This adverse event
associated with ACTOS was more marked in patients using insulin at baseline and in
patients over 64 years of age. No difference in cardiovascular mortality between the
treatment groups was observed.

ACTOS should be initiated at the lowest approved dose if it is prescribed for
patients with type 2 diabetes and systolic heart failure (NYHA Class II). If
subsequent dose escalation is necessary, the dose should be increased gradually only
after several months of treatment with careful monitoring for weight gain, edema, or
signs and symptoms of CHF exacerbation.”

We 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.

The final printed labeling (FPL) must be identical to the enclosed labeling (text for the package insert)
submitted on July 20, 2004.
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Please submit the FPL electronically according to the guidance for industry titled Providing Regulatory
Submissions in Electronic Format — NDA. For administrative purposes, this submission should be
designated "FPL for approved supplement NDA 21-073/S-023.” Approval of this submission by FDA
is not required before the labeling is used.

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, HFD-410
FDA

5600 Fishers Lane
Rockville, MD 20857

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, please call Ms. Jena Weber, Regulatory Project Manager, at
301-827-6422.

Sincerely,
{See appended electronic signature page}

David G. Orloff, M.D.
Director
Division of Metabolic and Endocrine Drug Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
Enclosure
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