NDA 21-167
NDA 20-323/S-023

Novartis Pharmaceuticals Corporation
Attention: Lynn Mdlor

Associate Director, Drug Regulatory Affairs
59 Route 10

East Hanover, New Jersey 07936-1080

Dear Ms. Mdlor:

Please refer to your new drug application NDA 21-167 dated October 19, 1999, received October 20,
1999, and supplemental NDA 20-323/S-023 dated April 19, 2000, received April 20, 2000, submitted
pursuant to section 505(b) of the Federal Food, Drug, and Cosmetic Act for Vivdle (estradiol transdermal
system).

We acknowledge receipt of your submissionsto NDA 21-167 dated November 29 and
December 3, 1999, and February 14, March 6, April 19, June 15, July 11 (2), 26, and 27,
and August 2 and 14, 2000.

We also acknowledge receipt of your submissionsto NDA 20-323 dated July 11 and 27, 2000.

This new drug gpplication provides for the use of Vivdle (estradiol transdermd system) in
0.0375 mg, 0.05 mg, 0.075 mg and 0.1 mg strengths for the new indication of the prevention of
postmenopausa osteoporosis. [n addition, anew lower strength, 0.025 mg, system is
proposed for the indication of prevention of postmenopausa osteopoross.

We have completed the review of these gpplications, as amended, and have concluded that adequate
information has been presented to demondrate that the drug product is safe and effective for use as
recommended in the agreed upon labeling text. Accordingly, the gpplications are approved effective on the
date of this letter.

Thefind printed labding (FPL) must beidenticd to the submitted draft labeling (package insert submitted
August 14, 2000, patient package insert submitted August 14, 2000, immediate container

labels submitted April 19, 2000, and backing labels submitted July 26, 2000). Marketing the product with
FPL that is not identica to the gpproved labeling text may render the product misbranded and an
unapproved new drug.

Please submit 20 paper copies of the FPL as soon asit is available, in no case more than 30 days after it is
printed. Pleaseindividualy mount ten of the copies on heavy-weight paper or smilar materid.
Alternatively, you may submit the FPL dectronicaly according to the guidance for indudtry titled Providing
Regulatory Submissionsin Electronic Format - NDAs (January 1999). For administrative purposes, this
submission should be designated "FPL for approved NDA 20-323/
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S023." Approva of this submisson by FDA is not required before the labding is used.

Be advised that, as of April 1, 1999, al applications for new active ingredients, new dosage forms, new
indications, new routes of administration, and new dosing regimens are required to contain an assessment of
the safety and effectiveness of the product in pediatric patients unless this requirement iswaived or deferred
(63 FR66632). We note that you have not fulfilled the requirements of 21 CFR 314.55.

Reference is made to your correspondence dated December 3, 1999, requesting awaiver for pediatric
studies under 21 CFR 314.55(c). We have reviewed the information you have submitted and agree thet a
walver isjudified for Vivelle for prevention of postmenopausal osteoporosis for the pediatric population.
Accordingly awaiver for pediatric studies for these gpplicationsis granted under 21 CFR 314.55 &t this
time.

In addition, please submit three copies of the introductory promotional materias that you propose to use for
this product. All proposed materids should be submitted in draft or mock-up form, not find print. Please
submit two copies to the Division of Reproductive and Urologic Drug Products and two copies of both the
promotiona materias and the package insert directly to:

Divison of Drug Marketing, Advertisng, and Communications, HFD-42
Food and Drug Adminigtration

5600 FishersLane

Rockville, Maryland 20857

Please submit one market package of the 0.025 mg strength drug product when it is available.

We remind you that you must comply with the requirements for an approved NDA st forth under 21 CFR
314.80 and 314.81. To comply with these regulations, al 7-day and 15-day aert reports,

periodic adverse drug experience (ADE) reports, field aerts, annua reports, supplements and other
submissions should be addressed to the origind NDA 20-323 for this drug product at the Division of
Reproductive and Urologic Drug products (HFD-580), not to NDA 21-167. In the future, no submissions
should be made to NDA 21-167.
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If you have any questions regarding NDA 20-323/S-023, cdl Diane V. Moore, Regulatory Project
Manager, a (301) 827-4236. Questions regarding NDA 21-167 should be directed to William C. Koch,
Regulatory Project Manager, at (301) 827-6412.

Sincerdly,

John K Jenkins, M.D.
Acting Director
Divison of Metabolic and
Endocrine Drug Products
Office of Drug Evauetion [1
Center for Drug Evauation and Research
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