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Astellas Pharma
Attention: Eva Essig, PhD

Senior Director, Regulatory Affairs

Three Parkway North
Deerfield, IL 60015-2548

Dear Dr. Essig:

Food and Drug Administration
Silver Spring MD 20993

SUPPLEMENT APPROVAL

Please refer to your Supplemental New Drug Applications (SNDAs) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA) for the following:

5 mg/mi

Product Name NDA Supplement Date of Date of Receipt
Number Number Submission
Prograf®(tacrolimus) Capsules, 50-708 S-041 February 14, 2012 | February 15, 2012
0.5mg, 1 mg, and 5 mg
Prograf® (tacrolimus) Injection, 50-709 S-034 February 14, 2012 | February 15, 2012

We acknowledge receipt of your amendment dated August 13, 2012,

These prior approval supplemental new drug applications propose changes to the package insert
to update section 13 NONCLINICAL TOXICOLOGY/13.1 (added text is underlined, and

deleted text is strikethrough.)

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenicity studies were conducted in male and female rats and mice. In the 80-week
mouse oral study and in the 104-week rat oral study, no relationship of tumor incidence to
tacrolimus dosage was found. The highest doses used in the meuse-mouse was 3.0 ma/kg/day
(0.9 to 2.2 times the AUC at clinical doses of 0.075 to 0.2 mg/kg/day) and_in the rat was 5.0

ma/ka/day (0.265 to 0.65 times the AUC at clinical doses of 0.075 to 0.2 mg/ka/day) -studies

were-1240-3-3-times {mice)-and-4-0-to-10:8-thmes-(rats)-the-chnical-dose-range- oF-5-075-to-0-2
mgikglday-when-corrected-for-body-surface-area [see Boxed Warning and Warnings and

Precautions (5.2)].
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A 104-week dermal carcinogenicity study was performed in mice with tacrolimus ointment
(0.03% - 3%), equivalent to tacrolimus doses of 1.1-118 mg/kg/day or 3.3-354 mg/m?/day.
In the study, the incidence of skin tumors was minimal and the topical application of
tacrolimus was not associated with skin tumor formation under ambient room lighting.
However, a statistically significant elevation in the incidence of pleomorphic lymphoma
in_high dose male (25/50) and female animals (27/50) and in the incidence of
undifferentiated lymphoma in high dose female animals (13/50) was noted in the mouse
dermal carcinogenicity study. Lymphomas were noted in the mouse dermal carcinogenicity
study at a daily dose of 3.5 mg/kq (0.1% tacrolimus ointment). No drug-related tumors were
noted in the mouse dermal carcinogenicity study at a daily dose of 1.1 mg/kg (0.03%
tacrolimus ointment). The relevance of topical administration of tacrolimus in the setting of
systemic tacrolimus use is unknown.

The implications of these carcinogenicity studies to the human condition are limited; doses
of tacrolimus were administered that likely induced immunosuppression in these animals
impairing their immune system’s ability to inhibit unrelated carcinogenesis.

We have completed our review of these supplemental applications, as amended. They are
approved, effective on the date of this letter, for use as recommended in the enclosed, agreed-
upon labeling text.

CONTENT OF LABELING

As soon as possible, but no later than 14 days from the date of this letter, submit the content of
labeling [21 CFR 314.50(1)] in structured product labeling (SPL) format using the FDA
automated drug registration and listing system (eLIST), as described at
http://www.fda.gov/Forindustry/DataStandards/StructuredProductL abeling/default.ntm. Content
of labeling must be identical to the enclosed labeling (text for the package insert), with the
addition of any labeling changes in pending “Changes Being Effected” (CBE) supplements, as
well as annual reportable changes not included in the enclosed labeling.

Information on submitting SPL files using eLIST may be found in the guidance for industry
titled “SPL Standard for Content of Labeling Technical Qs and As” at
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatorylnformation/Guidances/U
CMO072392.pdf.

The SPL will be accessible from publicly available labeling repositories.

Also within 14 days, amend all pending supplemental applications for this NDA, including CBE
supplements for which FDA has not yet issued an action letter, with the content of labeling

[21 CFR 314.50(1)(2)(i)] in MS Word format, that includes the changes approved in this
supplemental application, as well as annual reportable changes and annotate each change. To
facilitate review of your submission, provide a highlighted or marked-up copy that shows all
changes, as well as a clean Microsoft Word version. The marked-up copy should provide
appropriate annotations, including supplement number(s) and annual report date(s).
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All promotional materials that include representations about your drug product must be promptly
revised to be consistent with the labeling changes approved in this supplement, including any
new safety information [21 CFR 314.70(a)(4)]. The revisions in your promotional materials
should include prominent disclosure of the important new safety information that appears in the
revised package labeling. Within 7 days of receipt of this letter, submit your statement of intent
to comply with 21 CFR 314.70(a)(4) to the address above or by fax to 301-847-8444.

REPORTING REQUIREMENTS

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 Hyun Son, Pharm.D., Safety Regulatory Project Manager,
at (301) 796-1600.

Sincerely,
{See appended electronic signature page}

Renata Albrecht, MD

Director

Division of Transplant and Ophthalmology Products
Office of Antimicrobial Products

Center for Drug Evaluation and Research

ENCLOSURE:
Package Insert
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

RENATA ALBRECHT
08/14/2012
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