Food and Drug Administration
Silver Spring MD 20993

NDA 021055/S-008
SUPPLEMENT APPROVAL

Eisai Inc.

Attention: Lee Scaros, Pharm.D.

Director, Eisai Product Creations Systems
300 Tice Blvd.

Woodcliff Lake, NJ 07677

Dear Dr. Scaros:

Please refer to your Supplemental New Drug Application (SNDA) dated December 2, 2011,
received December 5, 2011, submitted under section 505(b) of the Federal Food, Drug, and
Cosmetic Act (FDCA\) for Targretin® (bexarotene) 75 mg Capsules.

We acknowledge receipt of your amendment dated December 19, 2011.

This “Changes Being Effected” supplemental new drug application provides for updates to the
Clinical Pharmacology section of the label as requested in our Supplement Request letter issued
October 3, 2011. These changes were based upon the review of February 24, 2010 submission
reporting on Postmarketing Commitment 1397- 4.

We have completed our review of this supplemental application. It is 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.
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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)(1)(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).

POSTMARKETING COMMITMENTS SUBJECT TO REPORTING REQUIREMENTS
UNDER SECTION 506B

We remind you of your postmarketing commitment which is still pending: 1397 — 1

To conduct a randomized controlled clinical trial in patients with cutaneous T-cell lymphoma.
The trial should compare three dose levels of Targretin. We agree with your proposed doses of
125, 300, and 400 mg/m?. The primary endpoint should be tumor response according to the
Physician’s Global Assessment, the Composite Assessment of Index Lesion Severity and the
percent Body Surface Area Involvement with tumor. Tumor responses must be documented with
photographs of index lesions and full body photographs (front and back). Time to tumor
response, time to tumor progression and tumor response duration should also be assessed. The
effect on pruritis and other tumor specific symptoms should be assessed. The trial must be
conducted in the same patient population for which the drug is approved. Quality of life should
also be assessed. Agreed upon dates for this trial are as follows: the trial should be initiated with
3 months of protocol finalization; patient accrual should be completed 3.5 years after study
initiation; the study results and analysis should be submitted to the Agency within 9 months of
the date that all patients remaining on the study have been followed for at least 24 weeks. Bone
mineral density testing will be conducted in a cohort of these study patients.

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 Theresa Ferrara, Regulatory Project Manager, at (301) 796-2848.
Sincerely,
{See appended electronic signature page}

Ann T. Farrell, M.D.
Division Director
Division of Hematology Product
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research
ENCLOSURE:
Content of Labeling

Reference ID: 3067825



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

ANN T FARRELL
01/06/2012
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	Targretin NDA21055 S-008 sNDA Approval [Rx ONLY] (COR-SNDAACTION-05)
	Targrentin PI
	Absorption
	After oral administration of Targretin capsules, bexarotene is absorbed with a Tmax of about two hours. Terminal half-life of bexarotene is about seven hours.  Studies in patients with advanced malignancies show approximate single dose linearity within the therapeutic range and low accumulation with multiple doses.  Plasma bexarotene AUC and Cmax values resulting from a 75 to 300 mg dose were 35% and 48% higher, respectively, after a fatcontaining meal than after a glucose solution (see PRECAUTIONS:  Drug-Food Interaction and DOSAGE AND ADMINISTRATION).  
	Distribution
	Bexarotene is highly bound (>99%) to plasma proteins.  The plasma proteins to which bexarotene binds have not been elucidated, and the ability of bexarotene to displace drugs bound to plasma proteins and the ability of drugs to displace bexarotene binding have not been studied (see PRECAUTIONS:  Protein Binding).  The uptake of bexarotene by organs or tissues has not been evaluated.
	Metabolism
	Elimination
	Phamacokinetics in Special Populations

	Drug-Drug Interactions
	Clinical Studies
	INDICATIONS AND USAGE

	CONTRAINDICATIONS
	Pregnancy:  Category X
	PRECAUTIONS
	Photosensitivity:   Retinoids as a class have been associated with photosensitivity. In vitro assays indicate that bexarotene is a potential photosensitizing agent.  Mild phototoxicity manifested as sunburn and skin sensitivity to sunlight was observed in patients who were exposed to direct sunlight while receiving Targretin capsules.  Patients should be advised to minimize exposure to sunlight and artificial ultraviolet light while receiving Targretin capsules.
	Laboratory Tests
	A white blood cell count with differential should be obtained at baseline and periodically during treatment.  Baseline liver function tests should be obtained and should be carefully monitored after one, two and four weeks of treatment initiation, and if stable, periodically thereafter during treatment.  Baseline thyroid function tests should be obtained and then monitored during treatment as indicated (see WARNINGS:  Leukopenia, Liver function test abnormalities, and Thyroid axis alterations).
	Drug-Food Interaction
	Drug-Drug Interactions
	Protein Binding
	Renal Insufficiency
	Drug/Laboratory Test Interactions
	CA125 assay values in patients with ovarian cancer may be increased by Targretin capsule therapy.
	Carcinogenesis, Mutagenesis, Impairment of Fertility
	Use in Nursing Mothers
	Pediatric Use
	Geriatric Use
	ADVERSE REACTIONS
	The safety of Targretin capsules has been evaluated in clinical studies of 152 patients with CTCL who received Targretin capsules for up to 97 weeks and in 352 patients in other studies.  The mean duration of therapy for the 152 patients with CTCL was 166 days.  The most common adverse events reported with an incidence of at least 10% in patients with CTCL treated at an initial dose of 300 mg/m2/day of Targretin capsules are shown in Table 1.  The events at least possibly related to treatment are lipid abnormalities (elevated triglycerides, elevated total and LDL cholesterol and decreased HDL cholesterol), hypothyroidism, headache, asthenia, rash, leukopenia, anemia, nausea, infection, peripheral edema, abdominal pain, and dry skin.  Most adverse events occurred at a higher incidence in patients treated at starting doses of greater than 300 mg/m2/day (see Table 1).
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