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_/@ DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

;D Food and Drug Administration
Rockville MD 20857

NDA 21-427/S-007

Eli Lilly and Co., Inc.

Attention: Gregory T. Brophy, Ph.D.
Lilly Corporate Center

Indianapolis, Indiana 46285

Dear Dr. Brophy:

We acknowledge receipt of your supplemental new drug application dated October 11, 2005, received
October 12, 2005, submitted under section 505(b) of the Federal Food Drug and Cosmetic Act for
Cymbalta (duloxetine hydrochloride) 20 mg, 30 mg, and 60 mg capsules.

This “Changes Being Effected” supplemental new drug application provides for the following
revisions to the PRECAUTIONS-General-Hepatotoxicity section of product labeling. Please note
that double underlined font denotes additions and strike-through font denotes deletions to the labeling.

PRECAUTIONS-General-Hepatotoxicity

Hepatotoxicity — Cymbalta increases the risk of elevation of serum transaminase levels. Liver
transaminase elevations resulted in the discontinuation of 0.4% (31/8454) of Cymbalta-treated
patients. In these patients, the median time to detection of the transaminase elevation was about
two months. In controlled trials in MDD, elevations of alanine transaminase (ALT) to >3 times
the upper limit of normal occurred in 0.9% (8/930) of Cymbalta-treated patients and in

0.3% (2/652) of placebo-treated patients. In controlled trials in DPN, elevations of ALT to

>3 times the upper limit of normal occurred in 1.68% (8/477) of Cymbalta-treated patients and
in 0% (0/187) of placebo-treated patients. In the full cohort of placebo-controlled trials in any
indication, 1% (39/3732) of Cymbalta-treated patients had a >3 times the upper limit of normal
elevation of ALT compared to 0.2% (6/2568) of placebo-treated patients. In placebo-controlled
studies using a fixed-dose design, there was evidence of a dose-response relationship for ALT
and AST elevation of >3 times the upper limit of normal and >5 times the upper limit of

normal, respectively. Postmarketing reports have described cases of hepatitis with abdominal
pain, hepatomegaly and elevation of transaminase levels to more than twenty times the upper
limit of normal with or without jaundice, reflecting a mixed or hepatocellular pattern of liver
injury. Cases of cholestatic jaundice with minimal elevation of transaminase levels have also
been reported.

The combination of transaminase elevations and elevated bilirubin, without evidence of
obstruction, is generally recognized as an important predictor of severe liver injury. In clinical
trials, three Cymbalta patients had elevations of transaminases and bilirubin, but also had

elevation of alkaline phosphatase, suggesting an obstructive process; in these patients, there
was evidence of heavy alcohol use and this may have contributed to the abnormalities seen.
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aleeheluse: Postmarketing reports indicate that elevated transaminases, bilirubin and alkaline
phosphatase have occurred in patients with chronic liver disease or cirrhosis. Because it is
possible that duloxetine and alcohol may interact to cause liver injury or that duloxetine may
aggravate pre-existing liver disease, Cymbalta should ordinarily not be prescribed to patients
with substantial alcohol use or evidence of chronic liver disease.

We have completed the review of this supplemental application and have concluded that adequate
information has been presented to demonstrate that the drug product is safe and effective for use as
recommended in your labeling submitted on October 11, 2005. Accordingly, this supplemental
application is approved effective on the date of this letter.

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:

MEDATCH

Food and Drug Administration
WO 22, Room 4447

10903 New Hampshire Avenue
Silver Spring, MD 20993-0002

We remind you that you must comply with the requirements for an approved NDA set forth under 21 CFR
314.80 and 314.81.

If you have any questions, call Bill Bender, Regulatory Project Manager, at (301) 796-2145.
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
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