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INDEX

ITEM 1

PATENT INFORMATION UNDER SECTION 505(b)

TRADEMARK, (17B-estradiol transdermal system) is covered by claims in
U.S. Patent 5,252,334 which covers a transdermal drug delievery device and by
U.S. Patent 5,770,219 which covers a drug containing matrix for transdermal drug
delivery. Both patents expire October 12, 2010. The parent company of applicant
is licensed under these patents. In the opinion of applicant and to the best of
applicant’s knowledge, there are no other U.S. patents containing claims which
cover the drug for which applicant has sought approval or which claims the use of
the drug for which applicant has sought approval.

WYETH-AYERST LABORATORIES

Amold Milowéky
Senior Patent Attorney

September 28, 1998
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Active ingredient(s)

Strength(s)

Trade Name

Dosage Form
{Route of Administration)

Applicant Firm Name
NDA Number

Approval Date

Exclusivity - Date first
ANDA could be submitted
or approved and length of
exclusivity period

Applicable patent numbers
and expiration date of each

ali

1'7p-estradiol

£3.5 cm?, 20 cm?, and 27 cm? with a nominal

delivery of 50, 75, and 100 pg per day, respectively.

TRADEMARK

Transdermal System

Wyeth-Ayerst Laboratories

21-048

Pursuant to Section 505(j){(4)(D)(ii) and
505(c)(3)(DXii} of the Federal Food, Drug,
and Cosmetic Act, no ANDA may be approved
with an effective date which is prior to 3 years
after the date of approval of this NDA.

5,252,334 expires October 12, 2010
5,770,219 expires October 12, 2010
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EXCLUSIVITY SUMMARY FOR NDA #21-048 SUPPL #

Trade Name Trademark Generic Name _estradiol transdermal system
Applicant Name Wyeth-Averst HFD# 580
Approval Date If Known

PART 1 IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original applications, i:ut only for certain
supplements. Complete PARTS II and Il of this Exclusivity Summary only if you answer "yes" to one
or more of the following question about the submission.

a) Is it an original NDA?
YES /XY NO/_/

b) Is it an effectiveness supplement?

YES /__/ NO/__/

If yes, what type? (SE1, SE2, etc.)

c) Did it require the review of clinical data other than to support a safety claim or change in
labeling related to safety? (If it required review only of bicavailability or bioequivalence data,
answer "no."

YES/ X_/ NO/__/
If your answer is "no" because you believe the study is a bioavailability study and, therefore, not
eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your reasons for
disagreeing with any arguments made by the applicant that the study was not simply a
bioavailability study.

If it is a supplement requiring the review of clinical data but it is not an effectiveness
supplement, describe the change or claim that is supported by the clinical data:

-

Form OGD-011347 Revised 10/13/98
cc: Original NDA  Division File  HFD-93 Mary Ann Holovac




d) Did the applicant request exclusivity?
YES/ X_/ NO/__/

If the answer to (d} is "yes,"” how many years of exclusivity did the applicant request?
3 years

e) Has pediatric exclusivity been granted for this Active Moiety?

No

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO
THE SIGNATURE BLOCKS ON PAGE 8.

2. Has a product with the same active ingredient(s), dosage form, strength, route of administration, and
dosing schedule, previously been approved by FDA for the same use? (Rx to OTC switches should be
answered NO-please indicate as such)

YES/X_/ NO/_J £

If yes, NDA #_20-375 Drug Name _Climara
Note: Doses 0.1 and .05 was approved in 1997
.075 was added as a supplement approved 3/98
amount of drug in patch is slightly different
IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS
ON PAGE 8.

3. Is this drug product or indication a DESI upgrade?
YES/__/ NO/__/

IF THE ANSWER TO QUESTION 3 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS
ON PAGE 8 (even if a study was required for the upgrade).

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES

(Answer either #] or #2 as appropriate)

1. Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug product containing the same active
moiety as the drug under consideration? Answer "yes" if the active moiety (including other esterified
forms, salts, complexes, chelates or clathrates) has been previously approved, but this particular form
of the active moiety, e.g., this particular ester or salt (including salts with hydrogen or coordination
bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) has not been
approved. Answer "no" if the compound requirgs metabolic conversion (other than deesterification of
an esterified form of the drug) to produce an aiready approved active moiety.
YES/_/ NO/__/

Page 2




If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA
#(s).

NDA#

NDA#

NDA#

2. Combination product.

If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously
approved an application under section 505 containing any one of the active moieties in the drug
product? If, for example, the combination contains one never-before-approved active moiety and one
previously approved active moiety, answer "yes." (An active moiety that is marketed under an OTC
monograph, but that was never approved under an NDA, is considered not previously approved.)

YES/_/ NO/__/

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA
#(s).

NDA#

NDA#

NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART 11 IS "NO,” GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8. IF "YES" GO TO PART 1.

{

PART Il THREE-YEAR EXCLUSIVITY FOR NDA'S AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of new
clinical investigations (other than bioavailability studies) essential to the approval of the application and
conducted or sponsored by the applicant.” This section should be completed only if the answer to
PART II, Question 1 or 2 was "yes.”

Page 3



1. Does the application contain reports of clinical investigations? (The Agency interprets "clinical
investigations" to mean investigations conducted on humans other than bioavailability studies.) If the
application contains clinical investigations only by virtue of a right of reference to clinical investigations
in another application, answer "yes," then skip to question 3(a). If the answer to 3(a) is "yes" for any
investigation referred to in another application, do not complete remainder of summary for that
investigation.

YES /_/ NO/__J
IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. A clinical investigation is "essential to the approval" if the Agency could not have approved the
application or supplement without relying on that investigation. Thus, the investigation is not essential
to the approval if 1) no clinical investigation is necessary to support the supplement or application in
light of previously approved applications (i.e., information other than clinical trials, such as
bioavailability data, would be sufficient to provide a basis for approval as an ANDA or 505(b}?2)
application because of what is already known about a previously approved product), or 2) there are
published reports of studies (other than those conducted or sponsored by the applicant) or other publicly
available data that independently would have been sufficient to support approval of the apphcation
without reference to the clinical investigation submitted in the application.

(a) In light of previously approved applications, is a clinical investigation (either conducted by
the applicant or available from some other source, including the published literature) necessary
to support approval of the application or supplement?

YES/ _/ NO/__/

I "no," state the basis for your conclusion that a clinical trial is not necessary for approval AND
GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8:

{b) Did the applicant submit a list of published studies relevant to the safety and effectiveness
of this drug product and a statement that the publicly available data would not independently
support approval of the application?

YES /__/ NO/__/

Page 4



(1) If the answer to 2(b) is "yes,” do you personally know of any reason to disagree with
the applicant’s conclusion? If not applicable, answer NO.

YES/ _/ NO/__/

If yes, explain:

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or
sponsored by the applicant or other publicly available data that could independently
demonstrate the safety and effectiveness of this drug product?

YES/__/ NO/__/

If yes, explain:

hY

(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical investigations
submitted in the application that are essential to the approval:

Studies comparing two products with the same ingredient(s) are considered to be bioavailability studies
for the purpose of this section.

3. In addition to being essential, investigations must be "new" to support exclusivity. The agency
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does
not duplicate the results of another investigation that was relied on by the agency tc demonstrate the
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the agency
considers to have been demonstrated in an already approved application.

Page 5



a) For each investigation identified as "essential to the approval,” has the investigation been
relied on by the agency to demonstrate the effectiveness of a previously approved drug product?

(If the investigation was relied on only to support the safety of a previously approved drug,
answer "no.")

Investigation #1 YES/__/ NO/ /

Investigation #2 YES/__/ NO/_/

If you have answered "yes" for one or more investigations, identify each such investigation and
the NDA in which each was relied upon:

b) For each investigation identified as "essential to the approval", does the investigation
duplicate the results of another investigation that was relied on by the agency to support the
effectiveness of a previously approved drug product?

Investigation #1 YES/ _/ NO/__¢

Investigation #2 YES/__/ NO/__/

If you have answered "yes" for one or more investigation, identify the NDA in which a similar
‘investigation was relied on:

¢) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application or
supplement that is essential to the approval (i.., the investigations listed in #2(c), less any that
are not “new"):

Page 6



4. To be eligible for exclusivity, a new investigation that is essential to approval must also have been
conducted or sponsored by the applicant. An investigation was "conducted or sponsored by" the
applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of the
IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor in
interest) provided substantial support for the study. Ordinarily, substantial support will mean providing
50 percent or more of the cost of the study.

a) For each investigation identified in response to question 3(c): if the investigation was carried
out under an IND, was the applicant identified on the FDA 1571 as the sponsor?

Investigation #1 r
IND#___ YES/__/ ! NO/__/ Explain:
i
Investigation #2 . ! '
IND#____ YES/_/ ! NO/_/ Explain: ‘

(b) For each investigation not carried out under an IND or for which the applicant was not
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in interest
provided substantial support for the study?

Investigation #1 !
1

+ YES/__/Explain 1 NO/__/ Explain
1
1
! )
!
!
!
Investigation #2 !
!

YES/___/Explain ! NO/_ [/ Explain

- .

-
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(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that the
applicant should not be credited with having "conducted or sponsored” the study? (Purchased
studies may not be used as the basis for exclusivity. However, if all rights to the drug are
purchased (not just studies on the drug), the applicant may be considered to have sponsored or
conducted the studies sponsored or conducted by its predecessor in interest.)

YES/__/ NO/__/

If yes, explain:

Q;_ﬁﬁt_ e e 20/99 ,

Slgn Date

Tltle q_kw

Cﬂau,j..,\ 7120/ 99

Signature of Office/ Date
Division Director

cc: Original NDA  Division File  HFD-93 Mary Ann Holovac
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Pediatric Page Printout for DORNETTE SPELL-LESANE Page 1 of |

PEDIATRIC PAGE
(Complete for all original application and all efficacy supplements)
NDA/BLA . - ESTRADIOL TRANSDERMAL SYSTEM (E2
Number: 21048 Trade Name: 111 TS)
Supplement : . . ESTRADIOL TRANSDERMAL SYSTEM (E2
Number: Generic Name: Il TS)
Supplement Type: Dosage Form: TDP
— Proposed
Regulatory Action: PN Indication: Hormone Replacement Therapy

ARE THERE PEDIATRIC STUDIES IN THIS SUBMISSION?
NO, No waiver and no pediatric data

What are the INTENDED Pediatric Age Groups for this submission? £

NeoNates (0-30 Days ) Children (25 Months-12 years)
Infants (1-24 Months) Adolescents (13-16 Years)

Label Adequacy Does Not Apply
Formulation Status

Studies Needed

Study Status

Are there any Pediatric Phase 4 Commitments in the Action Letter for the Original Submission? NO

COMMENTS: .
This product is indicated for use in post-menopausal women and does not have pediatric implications.

Thls Page was completed based on mformatlon from a PROJECT MANAGER/CONSUMER SAFETY OFFICER,

AT A@%QM A3 9/1¢/09

Slgnat‘urc Date /

http://150.148.153.183/PediTrack/editdata_firm.cfm?ApN=21048&SN=0&ID=564 9/16/99
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17 B-Estradiol Transdermal System
E.IITS

NDA No. 21-048

Item 16. Debarment Certification
The undersigned certifies that Wyeth-Ayerst did not and will not knowingly use in any
capacity the services of any person debarred under subsection (a) or (b) of section 306 of

the Federal Food, Drug, and Cosmetic Act in connection with NDA No. 21-048 for
17 B-Estradiol Transdermal System (E; Il TS).

Signed /_/‘;\L /J‘ Date #/70/8X
éya/k Victoria
ice President

Worldwide Regulatory Affairs




INDEX ITEM 1

CONFIDENTIAL

2

Item 16
DEBARMENT CERTIFICATION SECTION

Certification Statement

In compliance with 21 U.S.C § 335a (k) (1) (2), Cygnus, Inc. hereby certifies that it has
not and will not use, in any capacity, the services of any person debarred under
subsections (a) or (b) {Segtion 306 (@) or (b)], in connection with this Drug Master File.

Signed By:

Karen J. Harder o

Title: VP, Regulatory and Clinical Affairs-

Date: £ 004/4/ /??f/
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Teleconference Minutes

Date: September 20, 1999 Time: 11:00-11:15 a.m. Location: Parklawn; 17B45
NDA 21-048 Drug Name: 17B-estradiol transdermal system

Indication: Hormone Replacement Therapy

Type of Meeting: labeling

Meeting Chair: Dornenie Spell-LeSane, NP-C

External Lead: Joseph Sobecki

Meeting Recorder: Dornette Speli-LeSane

FDA Attendees -
Dornene Spell-LeSane. NP-C, Project Manager, Division of Reproductive and Urologic Drug Products

DRUDP (HFD-580)

External Attendees:
Joseph Sobecki, Associate Director, US Regulatory Affairs .

Meeting Objectives:
To discuss labeling changes

Background:
" Wyeth-Averst submitted draft labeling on September 16, 1999 for review by the division for a
September 20. 1999 action date.

FDA comments:

I. DESCRIPTION section,
Replace chemical structure to reflect that of estradiol shown in the “USP Dictionary of drug names™. by

adding a hvdrogen atom to carbon-17.

2. section,
Remove ®™ elevated blood pressure and add it to the Precautions section making it #3 after

cardiovascular risk.

CLINICAL PHARMACOLOGYsection,

CLINICAL STUDIES subsection,
The second sentence should read: “On average, these patients had approximately (12-13) hot flushes

per day upon study entry.” After 4 weeks.........

(¥) ]

4 CLINICAL PHARMACOLOGYsection

CLINICAL STUDIES subsection,
Figure 3 and 4 should be changed to shiow points only at weeks 4, 8 and 12 in line graph and on x axis.
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| SEP 171999

Memorandum

To: NDA 21-048, 178-Estradiol Transdermal System (E5III TS)
From:  David Lin, Ph.D. ,QJW AZ e MT RN
Date:  Septcmber 17, 1999 Badb

Re: _ Proprietary Name

v
The sponsor has not submitted a proprietary name for their drug product. However, this

NDA can be approved without one. When the sponsor wishes to market their drug product,
their proposed proprietary name will require review by this Division.

cc:

Orig. NDA #21-048
HFD-580/Division File
HFD-580/Dspell-LeSane
HFD-580/MRhee

Filename: nda21048mem.nam (doc)



Memo

NDA: 21048

Drug 178-Estradiol transdermal system
Sponsor:  Wyeth Ayerst

Date: 09117199

SAFETY UPDATE

For safety update see page 29 of Medical Officers review.

® Page 1
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OFFICES OF DRUG EVALUATION
ORIGINAL NDA/NDA EFFICACY SUPPLEMENT
ACTION PACKAGE CHECKLIST

TN} noa #__21-048___ Drug _17p-estradiol transdetmal system DATE__9/17/99__

£ d Appiicant__Wyeth-Ayerst__ CSO_Dornette-Spell-LeSane _/Phone_3014260_

User Fee Goal Date:

Arrange package in the following order:

Check or Comment

1. ACTION LETTER with supervisory signatures AP

AE NA

Are there any Phase 4 commitments? Yes,

No X

2. Have all disciplines completed their reviews? Yes

No

If no, what review(s) is/are still pending?

3. Completed copy of this CHECKLIST in package Chem/Ther Types,

4. LABELING (package insert and carton and container iabels).

Draft X

(1 final or revised draft, indude copy of previous version with ODE's Revised Draft X

comments and state where in action package the Division's review
is located. If Rx-to-OTC switch, include current Rx Package insert
ang HFD-312 and HFD-560 reviews of OTC labeling.)

PATENT INFORMATION
EXCLUSIVITY CHECKIIST
PEDIATRIC PAGE

eNeWn

o

Statement on status of DSI's AUDIT OF PIVOTAL CLINICAL STUDIES
If AE or AP itr, explain if not satisfactorily completed. Attach a COMIS printout of DSI status.
If no audits were requested, include a memo expaining why.

10. REVIEWS:

DIVISION DIRECTOR'S MEMO | If more than 1 review for any |
GROUP LEADER'S MEMO 11 discipline, separate reviews [
MEDICAL REVIEW } with a sheet of colored paper. i
SAFETY UPDATE REVIEW |Any conflicts between reviews |
STATISTICAL REVIEW [must have resoiution documented |
BIOPHARMACEUTICS REVIEW
PHARMACOLOGY REVIEW (Include pertinent IND reviews)

Statistical Review of Carcinogenicity Study(ies)

CAC Report/Minutes
CHEMISTRY REVIEW

Labeling and Nomenclature Committee Review Memorandum

Date EER completed S-/5-99 (attach signed form or CIRTS printout)

FUR needed FUR requested

Have the methods been validated? Yes

Environmental Assessment Review / FONSI Review
MICROBICLOGY REVIEW Ye

Finai *

X

b

>

DEBARMENT CERTIFICATION (Copy of applicant's certification for all NDAs submitted on or after June 1,1992). _ X

X

I B T Y

I
Wk
N/A,
oK No

(attach) No__ X

X FONSI
S X

What is the status of the monograph? NA

11. CORRESPONDENCE, MEMORANDA OF TELECONS, and FAXes

-

12. MINUTES OF MEETINGS

Date of End-of-Phase 2 Meeting  __6/27/35
Date of pre-NDA Meeting ___none

13. ADVISORY COMMITTEE MEETING MINUTES Minutes info Alert
or, if not available, 48-Hour [nfo Alert or pertinent section of transcript. Transcript No mtg

14. FEDERAL REGISTER NOTICES; OTC or DES! DOCUMENTS

N/A

CONTINUE TO NEXT PAGE =&

revision 3/7/96
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15. If approval letter, has ADVERTISING MATERIAL been reviewed? Yes, No__ X
# no and this is an AP with draft labeling letter, has Yes, documentation attached
advertising materiai already been requested? No, included in AP Itr

16. INTEGRATED SUMMARY OF EFFECTIVENESS . X

17. INTEGRATED SUMMARY OF SAFETY X

revision: 3/7/96

bl
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SEP 16 1999
Addendum 1o Labeling Review gEp 2 ¢ W43

Reference is made to draft labeling submitted by Wyeth-Ayerst dated September 16, 1999. Reference is
also made to Wyeth-Ayerst facsimile transmissions of September 9 and 10, 1999 with alternative
proposals to some of the aspects of the labeling in response to the Division's comments on August 26,
1999 and Sepiember 10, 1999.

The sponsor has submitted revised draft labeling that incorporates changes that have been discussed
and agreed upon: These changes are:

Physician’s {abel prior to Clinical Studies, Adhesion subsection:

The sponsor now inciudes the number and percentage of patients in each TRADENAME arm
{0.05, 0.075, 0.10 mg) who required replacement of their patch due to inadequate adhesion. The
paragraph reads:

In two 12-week, double blind, placebo-controlled studies, a total of 442 patients received 0.05,
0.075, or 0.1 mg TRADENANE. The percent adhesion of the patch at weeks 4, 8, and 12 was
assessed. Among the TRADENAME recipients, 88% to 90% of the patches observed were 90%
to 100% adherent. One patient in the 0.05 mg/day TRADENAME arm discontinued therapy ¢
during these clinical trials because of adhesion failure. In these trials, 4.1% (71/1730), 3.9%
(74/1883) and 4.6% (83.1814) of the 0.05, 0.075, and 0.1 mg patehes, respectively, required
replacement due to inadequate adhesion.

Physician’s Labeling

Under Indications

- has
been deleted.

Under Contraindications
Active thrombophlebitis or thromboembolic disorders or a history of these conditions with

previous esirogen use is retained. The sentance
\ - - has been deleted.

Under Adverse Reactions

The paragraph concerning the had been deleted.

Under Administration

The text, “The sites of application must be rotated” is retained since it is consistent with the
labeling for other marketed estradiol patches.

Under Adminis-t‘ra-tion, therapeutic regimen, the following text is agreed upon:

TRADENAME may be given continuously in patients who do not have an intact uterus. In those
patients with an intact uterus, TRADENAME may be given continuously or on a cyclic schedule
(e.g., 3 weeks on drug followed by 1 week off drug). In patients with an intact uterus, concomitant
progestin therapy is recommended.

-




Patient Labeling

Under Risks of Estrogens

The text

_ —— "has been deleted.
This sentence is now placed in the section Side Effects.

The text "A spotty darkening of the skin, particularly on the face, which may persist when drug is
discontinued” is retained under Side Effects.

As previously stated, ail of the above changes have been agreed upon, therefore, draft labeling is now

acceptable to this reviewer, with the exception of the pharmacoiogy!pharmacokmet:c section. This section
is being discussed with the sponsor by the appropriate reviewer.

(S0 bk Zo2 cn 7= ”/( ,c
it

Phill H. Price, M.D.
September 16, 1999
Second Addendum to Draft Labeling

‘In a final review of the label it was noted that in the sponsor's draft figures 3 and 4 reported mean
changes in the daily number of flushes by weeks = on the x axis and the percent of mean change on
the y axis for the two pivotal studies. The sponsor has agreed that changes to the x axis will show mean

changes by weeks 4, 8, and 12, which were the primary efficacy endpoints of the study, not the changes
from weeks * e

Phill H. Price, M.D.

September 20, 1999 r/(am’ /4” , [AD

h 0(‘15\




Memorandum .~ Department of Health and Human Services
Public Health Service
Food and Drug Administration
Center for Drug Evaluation and Research

Date: SEP 1 3 1993

. From: David Hoberman, Ph.D., HFD-715

Subject:  Estradiol Transdermal System

To: File (NDA# 21-048)

In talking with Dr. Price- about review of this NDA, it was decided that no formal statistical ,
review would be necessary unless he indicated that there were major issues that arose during his

medical review. Since that has not occurred, there is no formal statistical review of this
application.

David Hoberman, Ph.D.

Concur: Dr. Kammerman 'flk Q/!3 qu

Dr. Nevius W 7/ / 3/ fj

cc:

Arch NDA# 21-048

HFD-580

HFD-580/PPrice
HF¥D-715/DHoberman, DOB2, Chron




FACSIMILE TRANSMISSION
WYETH-AYERST RESEARCH
170 RADNOR-CHESTER ROAD
ST. DAVIDS, PA 19087
Telefax Number: (610) 964-5973

DATE: September 10, 1999

TO: Dornette Spell-LeSane
' Division of Repraductive and Urologic Drug Products

FACSIMILE No:  1-301-827-4267

FROM: Joseph J. Sobecki, US Regulatory Affairs
(610) 902-3737

No. of PAGES: ! (incinding cover page)
Re: NDA NO. 21-048, 17 Estradiol Transdermal System (E, ITT TS) y:

We agree to revise the draft labeling for 178-Estradiol Transdermal System in accord with the
Division's comments which you provided by telephone yesterday (September 9, 1999) in response to
the labeling proposals we faxed catlier 1hat day. However, upon further review of the labeling, we *
discovered the omission of two words from the Therapeutic Regimen subsection of DOSAGE AND
ADMINISTRATION. Specifically, while we accept the FDA's request to state that for patients with an
intact uterus, the product may be given on a cyclic schedule, we believe that the dosing recommendation
should also include the possibility of continuous therapy in these women. This is supported by the fact
that the dosing regimen used for this product in the Phase 3 clinical trials was continuous for all
patients, regardless of whether they had an intact uterus. Clearly, the dosing regimens recommended in
the labeling should include the one studied in the clinical program.

Thus, we propose the following revised text, which replaces item #6 of our September 9, 1999 proposal
(added text shown in boldface):

Under THERAPEUTIC REGIMEN in DOSAGE AND ADMINISTRATION:

TRADENAME may be given continuously in patients who.do not have an intact uterus. In those
paticnts with an intact uterus, TRADENAME may be given continuously or on a cyclic schedule
(e.c., 3 weeks on drug followed by 1 week off drug). In patients with an intact uterus, concomitant
progestin therapy is recommended (sec PRECAUTIONS).

We would appreciate the Division’s concurrence with this proposal prior 10 finalizing the draft labeling.
If you have any questions or comments, please don’t hesitate to call me at (610) 902-3737.

Regards, .

.
[
- -

Joseph J. Sobecks
“Associate Dircctor, US Regulatory Affairs




Teleconference Minutes

Date: September 10, 1999 Time: 3:00-3:15 p.m.  Location: Parklawn: 17B45

NDA 21-048 Drug Name: 17B-estradiol transdermal system

Indication: Hormone Replacement Therapy

Tvpe of Meeting: labeling

Meeting Chair: Dornerte Spell-LeSane, NP-C

External Lead: Joseph Sobecki

!\'lee;ing Recorder: Dornette Spell-LeSane

FDA Attendees .

Dornette Spell-LeSane, NP-C, Project Manager. Division of Reproductive and Urologic Drug Produc}s

DRUDP (HFD-580)

External Attendees:
Joseph Sobecki. Associate Director, US Regulatory Affairs

Meeting Objectives:
To discuss labeling changes

Background:

Wieth-Averst submitted draft labeling on August 5. 1999; FDA conveyed comments to the sponsor
regarding the draft label August 26, 1999. The sponsor faxed a response 1o FDA's comments September 9.
1999. Sponsor initiated phone call to convey acceptance of proposed labeling changes.

Wyeth-Averst’s Comments
See attached faxed comments from Wyeth-Ayerst submitted September 10, 1999.

Decision Reached:

* sponsor declined teleconference for September 10, 1999

* sponsor to begin producing final draft labeling after response from FDA regarding attached information
received by fax dated September 10, 1999,

Action Items:
* FDA to review sponsors responses and return a decision by September 13, 1999
*  meeting minutes 10 be conveyed to sponsor within 30 days




cC:

Original NDA 21-048
HFD-380/Div. Files
HFD-580/Mann/Slaughters/Price/Mitra/Rhee/Parekh/Haidar/Rumble/

Drafted by: Speli-LeSane September 13, 1999
Concurrences: Rumble, 9.16.99, Mann, 9.16.99
Final: Speli-LeSane, 9.20.99

NDA/21048/label rev 9.10.99

TELECONFERENCE MINUTES



Teleconference Minutes

Date: September 9. 1999 Time: 2:20-2:50 p.m. Location: Parklawn: 1 7B43

NDA 21-048 Drug Name: 178 estradiol transdermal system

Indication: Hormone Replacement Therapy

Type of Meeting: Iabeling

Meeting Chair: Dornette Spell-LeSane, NP-C

External Lead: joseph Sobecki

Meeting Recorder: Dornette Spell-LeSane

FDA Attendees

Dornette Spell-LeSane, NP-C, Project Manager, Division of Reproductive and Urologic Drug Products

DRUDP (HFD-580) £

External Attendees:
Joseph Sobecki. Associate Director, US Regulatory Affairs

Meeting Objectives:
To discuss Sponsor’s response to the proposed labeling changes offered by the Division.

Background:

Wi eth-Averst subminied draft labeling on August 5, 1999, FDA conveyed comments 10 the sponsor
regarding the drafi label August 26, 1999. The sponsor faxed a response to FDA's comments September 9.
1999, This t-con is 10 convey FDAs response to the sponsor’s proposal.

See attached comments from Wyeth-Ayerst submitted September 9, 1999,

FDA Comments:

Physician Labeling

1. Adhesiaon Subsection:
The Division concurs with the sponsors’ proposal and further would like to include the number of
patches as well as the percentages.

2. Imdications:

The Division has not accepted indications for which there are no clinical studies to support efficacy for
HRT products approved in the past year. There are no data provided by the sponsor to support the

indication; ©  ~——— —

- o

therefore. the division is firm that the indication: R
S must be deleted.

- - -




w

Comiraindications: .
The Division feels strongly that ERT is-contraindicated in patients who have had previous
thromboembolic events occurring in association with previous estrogen use. Therefore. the Division

wishes 10 retain the FDA proposed language. The sponsor may provide for review clinical data that
suggest that this should not be a contraindication.

Adverse Reactions:
The Division recommends deleting all references to the ~———————~ n the label. The most

relevant data regarding skin irritation comes from the controlled clinical trials, and is already in the
label. Adding information from the ) ,

- - ' 1s not relevant.

Administration:
The Division concurs with the sponsors’ proposal.

Therapeutic Regimen:
The Dsvision concurs with the sponsors’ proposal.

Patient Labeling:

7.

Risk of Estrogens:

Any reference to "inflammation of the Pancreas” in the patient labeling should be listed as a side effect.
andnotasa: -

I

Side Effects:
The Division concurs with the sponsor proposal to retain “spotty darkening of the skin™:

Action ltems:

sponsor to review FDA responses and return a decision within 2 days

sponsor to confirm need for teleconference. scheduled September 10, 1999, 1o discuss further labeling
requests

meeting minutes {0 be conveyed to sponsor within 30 days

NN
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‘09-09/98 THU 11:19 FAX 610 984 5973 REGULATORY AFFALKS

FACSIMILE TRANSMISSION

WYETH-AYERST RESEARCH

170 RADNOR-CHESTER ROAD
ST. DAVIDS. PA 19087

Telefax Number: (610) 964-5973

DATE: September 9. 1999

TO: Dornette Spell-LeSane
Division of Reproductive and Urologic Drug Products

FACSIMILE No:  1-301-827-4267

FROM: Joxeph J. Sobecki

US Regulatary Affairs

(610) 902-3737 :
Na. of PAGES: 3 (including cover page) ’
Re: NDA NO. 21-048, 17 3Estradiol Transdermal System (E; III TS)
Domnetie,

Attached are Wyeth-Ayerst's proposals in response to your Augiust 26, 1999 facsimile providing FDA’s

suggesied revisions to the draft lubeling for 1 76-Estradiol Transdermal System. submiited by
Wyeth-Ayerst or: August 5, 1999.

We would appreciate the Division’s concurrence or further comments concerning these proposals.
prior 10 finalizing the draft labeling.

If you have any questions or comments, please don’t hesitate to call me at (610) 902-3737.

Regards,

Joseph J. Sobecki
isociate Director
US Regulatory Affairy

DRUDF fax

guul




E Page(s) Withheld

_ § 552(b)(4) Trade Secret / Confidential
___ § 552(b)(5) Deliberative Process

_[ § 5562(b)(5) Draft Labeling




-

MEETING MINUTES

Date: August 18, 1999 Time: 1:00-2:30 p.m. Location: Parklawn; 17B43
NDA: 21-048 Drug: estradiol transdermal system

Sponsor: Wyeth-Ayerst

Indication: Hormone Replacement Therapy

Type of meeting: 9-month status /Labeling (internal)

FDA lead: Dr Marianne Mann

Meeting Recorder: Dornette Spell-LeSane

Participants:

Marianne Mann, M.D., Deputy Director. Division of Reproductive and Urologic Drug Products
(DRUDP HFD-580)

Amit Mitra. Ph.D. Chemist, New Drug Chemistry I, @ DRUDP (HFD-580) “

Dav id Hoberman. Siatistician. DBl (@ DRUDP (HFD-580)

Sam Haidar. R.PH., Ph.D,, Pharmakokmeucs Reviewer, DPE Il @ DRUDP (HFD-580)

Lisa Stochbridge. Ph.D., Division of Drug Marketing and Advemsmg

Dornene Spell-LeSane. NP-C, Regulatory Project Manager, DRUDP (HFD-380)

Meeting Objective
To discuss the s1atus of reviews and review draft labeling

Background:
The sponsor submitted revised draft labeling August 5, 1999,

Discussion
See anached recommended changes to revised drafi labeling labeling.

Action Items: 7
*  Send copy of FDA recommendations to draft labeling to sponsor within 5-7 days

NOTE: Comments to draft labeling was faxed to sponsor August 26, 1999.

*«JJ\/W“R ( kcL /ﬂamm W 0.

Minutes Pneparer 7 Chair Concurrence q l 72 /(,,6,
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MEETING MINUTES
Date: July 12, 1999 Time: 9:33-9:45 am. Location: Parklawn; 17B45
NDA: 21-048 Drug: Estradiol Transdermal System
Indication: Hormone Replacement Therapy
Type of meeting: 8-month status/Labeling

FDA lead: Dornette Speil-LeSane, NP-C
Meetinrg Recorder: Dornette Speit-LeSane, NP-C

Participants:
Dornetie Speil-LeSane, NP-C, Regulatory Project Manager, DRUDP (HFD-580)

Meeting Objective
Meeting was scheduled to discuss sponsor’s revised draft labeling.

Background: On July 2. 1999, a request was made to the sponsor to review and compare their
current {abel with that of Escl:m making changes were applicable then submit a revised label for .
rev le“

Discussion Points: :
8-Month status consisted of phone calls to reviewers for updates. Labeling meeting rescheduled
awaiting draft labeling from sponsor.

Status of Reviews:
Ongoing

Action:

* determine from sponsor when label will be completed for review
* schedule label meeting for mid-August

Note: Revised draft label submitted August 5, 1999. Meeting scheduled for August 18, 1999.

“\IU\) SN\ \\ \&SC’\/\Q\J

Minutes PreparerACha:r Concurrenc
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Farm Approved OM8 No. 0910-023¢

DEPARTMENT OF HEALTH AND HUMAN SERVICES Expirarion Oaie: Aprd 30, 2000
FOOD AND DRUG ADMINISTRATION Soe OM3 Siatament on page 2,
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC SR FOR USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE TP PUCATON NOMER
{Tite 21, Code of Federal Regulations, 314 & 601)
APPLICANT INFORMATION
NAME OF arPLUCANT DATE OF SUSMISSION
W h-Ayersi Laboratosies Sovtember 15, 1399
TELEPHONE NQ, finciuas Arna Code) FACSIMILE (FAX) Number (iaciude Ared Cooe)
(610 202-IT3H {810} 9645973
APPLICANT ADORE 55 (Number, Sumet. City. State, Comiry, 20 Coos or Mad Code. AUTACRIZED U $. AGENT NAME & ADDRESS (Numbar. Street. Cily. Stale.
3nd U.S. Licanse aumber & DIOYIOUL/Y Bae): 2iP Cocle tebephong £ FAX aumbeor) IF APPLICABLE
P O. 201 8299
Phiadelphia. PA 191018799

PROUDUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (M prevoutly tstusd) NDA Ng, 21-043

ESTABLISHED NAME (e.¢.. Proper nama, USP/USAN nare) FROFALETARY NAME {irade namo) IF ANY  NA

Euradiol Transtarmal Syz=tem (E2 M T5) *
CHEMICALBIOCHEMICALBLOOD PROCUCT NAME (I any} Estra-1.3,5 (10)-tnene-3.17 beta-diol COOE NAME (X any)

OSAGE FORM: Paxch STRENGTHS: 0.05,0.07%, and 0. 1mg perday | ACUTE OF ADMINISTRATION: Tranzdermal

{PROPOSED) INDICATION(S) FOR UISE.
Hormons Repl ant in M | Women

APPLICATION INFORMATION

SLICATION TYPE
Aeck one) BHEW DRUG APPUCATION (21 CFR )14.50) 3 ABRREVIATED APPLICATION (ANDA. AADA_ Y1 CFR 11 54}
0 8I0LOGICS LICENSE APPLICATION (21 CFR pari 601)
| JF A NDA IDFNTIEY THE APPROPRIATETYPE RS0 (N [ 509y 12y [T sz
1P AN ANDA, OR AADA, IDENTYY THE REFERENCE LISTED DAUG PRODUCT THAT 1S THE RASIS FOR THE SUBMISSICN
Nama of Drug Haolder of Approved Apphciion
TYPE OF SUBMISSION ]
{check one) O CRICHAL APPLICATION B AMENOMENT TO A PENDING APPLICATION O resusmszson
0 PreSLBAMSSCN D serus reponRT 0 ESTABUSMMENT DESCRFTION SUPPLEMENT O supac sueP EmMenT
- [) £FNCACY SUPPLEMENT [ LADELING SUMPLEMENT £) CHEMISTAY MANUEACTURING AMD CONTROLS SUPFLEMENT B onen
REASON FOR SUBMISSION Approval D market 3 new drug product
PROPOSED MARKETING STATUS (chack one) B PRESCAPTON PROCUCT (Ra} O CWER THE COMNTER PRODUCT (TTQ)

ESTABLISHMENT INFORMATION

NUMBER OF vOLUMES SuemTTED L | TMIS APPLICATION IS B papen [1 papen ann e pereame [ FLEAIRONC

Prowvde Locohont of ail manufactuomg, packaging and control sites for drup subslance and drug proguct [foatinuation shests may be uzed ¥ necessary). Inciudo namwr,
address. comtacl. lelaphons number. rogictration number (CFN), OMF number, and manubctunng eteps andior lype of tesing (e . Fwdl dosage form, Stabidy Losling)
CONguTIod M IRe e PHEI9e Bl whalhat The Tie rt reudy for inspection or, i nol_when 4 wilt be resdy.

.\

Cross References (list related License Apphcations, INDs, NDAs, PMAs, 510(k]s, IDEs, BMFs, and DMFs referenced in the curremt
apphcation)

£

IND No. 44,168 DMF Nos, T

~CORM FDA 3560 {T/97) Crastet by flmmerat (EOUT TareramalGOmMS: (W) w3 v
PAGE 1

=5




fm s e eem s ammwe— -y e

This apphcation contains the following items: (Check af that apply)

1 Index

v 2. Labelng (check ons) [ Drah Laveiing {0 Final Panted Labeling

3 Summary (21 CFR 314.50(c))

4. Chemsiry section

A. Chemitstry, manufaciuring, and controls information (e.g. 21 CFR 314 50(d) (1), 21 CFR 601 2)

8. Sampies (21 CFR 314.50 (e} (). 21 CFR 601.2 (3)) (Subm.d only upon FDA'S request)

C. Methogs vaiidation package {e.g. 21 CFR 314.50 (e} (2) (). 21 CFR 601.2)

5. Nonclimical pharmacology and toxicology section (e.9. 21 CFR 31450 () (2), 21 CFR 601.2)

€. Human phammacoiinetics and bicavailabiity seclion {e.g. 21 CFR 14.50 (d) (3). 21 CFR 601 2)

7. Glnlcal Microbiclogy (e.9. 21 CFR 31450 (d) (4))

B. Clinical datz section (e.g. 21 CFR 21450 (&) (5). 21 CFR 601.2)

9. Safety update repont (¢.9. 21 CFR 314 50 (4} (S) {v)) (b), 21 CFR €01.2)

10. Statistical section {e.g. 21 CFR 314.50 (d) {6), 21 CFR 601.2)

11 Caserepontabulations (e 9. 21 CFR 31450 (1) (1). 23 CFR 6012)

12 Caserepont forms (e.9. 21 CFR 214.50 () (2), 21 CFR §01.2)

13 Patent information on any patent which claims the drug (21 U.5.C 355 (b) or ()

14 A patent certification with respect to any patent which claims the drug (21 U.5.C.355 (b} {2) or () (2) (A)

iS. Establishment deseription (21 CFR Pat 600, A applicable)

18, Oebarment certification (FDAC Act 208 (%) (1)}

17. Field copy cermification (21 CFR 314,50(k) (3))

18, User Fee Covar Sheet (Form FODA 3397)

19. OTHER (Specy}

{TFICATION

1 agree to update this Jopilcation with new safety information about the product that may reasonably alfect the slatement of contraindications,
Wamings. precautions. or adverse reacbons in the draft iabeling. 1 agree lo submit safety update reports as provided lor by regulation or as
requested by FDA. If this application i3 approved, | agree to comply with all apphcable [aws and requiations that apply 1o approved applncahors
incuding, but not bmred to the following:

. Good manufactunng praciics regulations n 21 CFR 210 and 211, 606, andiar 820

Biclogical estabiishment standards n 21 CFR Pan 600.

. Labeing regulations in 21 CFR 201, 5085, 610, 650 and/or 809,

. In Ihe case of 3 prezcripuon drug or biciogical product, prescnplion drug adverising reguiations in 21 CFR 202,

. Regulations on making changes in appication in 29 CFR 314.70, 214.71. 314,72 11457, 31499, and 60112

. Reguiations on Reports in 21 CFR 314 80, 314 81, 600.80 and 500.84.

Local_ stale and Federal environmental impact laws.

H the appiication applies lo a drug product that FDA has proposed for scheduling under the Cantratied Substances Act | agree nol lo market the
product until the Drug Enforcement Adminisirabon makes a final scheduling decision,

The data and information in this submission have been review and, o the best of my knowiedge are cerlified to be true and accurate.
Waming: a witfully faise siatement i3 a crimvnal offense, U.S. Code, lille 18, cection 1001,

NAMAEWGN -

SIGNA oF RES%&L& OFF OR AGENT TYPED NAME AND TITLE BATE
Mr. Douvgies W Bilz, Oiroctor, U.S. Reguisiony Alfairs W69

ADORESS fStrwel City, Slate, 2. Cooej Telephone Number

PO, Bax 8293, PhIcipiwe, PA #9101 8299 E10) 902-2T39

Public reporting burden for this collection of mformation o ectimatod to dvorage 40 hours per response, ncuding the tme for rovimaing
irstructions, isarching ensbng data souwrces, gatherng and mamtaning the dxta needed, and comploting fewewing the collection
irormation. Send comwnhents regarding tha burden ecbmate of any ather aspoct of thie coBaction of mformation, including suggestions for reducing
i burden to:

OHMS, Reports Clearance Officer An agoncy may Nt canduct or Sponiof, and 2
Paperwork Reducton Project (0910-0038) perion A not required Lo raspond fo. 3 collection of
Hubert M. Mumpnrey Buvding, Reorn S31-H irformebon unlecs it displays 3 cumenily velid OMB
270 Indepandchco Avonue, S.WW. cortrol mamiie,

“yshipgton, DC 20201

Pleese DO NOT RETURN this form to thrs address.

FORM FDA 156h (7/97)

PAGE 2
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WYETHAYERST W\ RESEARCH

PEUBRIN 8]~ PHEAQELFIIA FA 10308290 * 16600 W37 Dhasesed of Aeeresin Honte Froaiets Coneriiem
EAX IO 3973

September 16, 1999

I REGIEATTIRY JEEAIRN

NDA No. 21-048
17 B-Estradiol Transdermal System (E; TTT TS)

Amcadment to a Pending New Drug Application:
Revised Draft Labeling

Response to FDA Request for Information

Lisa Rarick, MD, Director +
Division of Reproductive and Urologic Drug Products (FIFD-580)

Attention: Document Control Room 17B-20 -

Center for Drug Evaluation and Research

Food and Drug Administration

5600 Fishers Lane

Rockville. MD 20857

Dear Dr. Rarick:

Reference is made to NIDA No. 21-048 for 17 B-Estradiol Transdermal System (E; HI TS),
submitted on November 20, 1998. :

Further reference is madc to the Division's facsimile transmissions dated August 26, 1999
and Scptember 10, 1999, providing comments on the revised draft physician and patient
package insert labeling submitted on August 5, 1999 We further refer 1o Wyeth-Ayerst’s
facsimile transmissions of September 9 and 10, 1999 with alternative proposals to some
aspects of the labeling. in response to the Division's comments. Based on telephone
conversations between Mr Joseph Sobecki of Wyeth-Ayerst and Ms Dornétte Spell-IeSane
of FIDA on September 9, 13, and 16, 1999, we arc providing revised draft labeling which
incorporates all of the changes that have becn discussed and agreed upon.

Accordingly, enclosed are four (1) copies of revised draft labeling for the physician and
patient package insert. One additional “desk copy™ has been provided for Ms. Spell-LeSane

With reference to the agreement to express the product dosage strengths in milligrams

' ' ), as reflected'n the enclosed package insert, please also be advised
that Wyeth-Ayerst hereby commits to make this change to all of the labels for the patch
backing. foul pouch, and carion

-



VI AW T

ALY Ak WY LA VAW FVE SR e WA LYRLE AFTALIND

NDA No. 21-048 Seplember 16, 1999
' Page 2

If you havc any questions on the revised draft labeling or need any additional information,

please contact Mr. Joscph Sobecki at {610) 902-3737, or Miss JoAnne Bissinger at
(610} 902-3731.

Sincerely,

WYETH-AYCRST LLABORATORIES

-.’Ii—’/"
Douglas W. Bite
Director, US Regulatory Affairs

Desk Copy: Ms. Domette Spell-LeSane, Project Manager

QYuuy
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NDA 21-048

ESTRADIOL TRANDERMAL SYSTEM
WYETH AYERST

DRAFT LABELING CHANGES FROM 8/18/99
(COMMENTS FROM FDA)

Faxed to sponsor: August 26, 1999

CC: Mann
Price
Haidar
Mitra
Hoberman

NOTE; Status meeting September 10, 1999 8:30 a.m.
May use for t-con with Sponsor if needed
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ORIGINAL

WYETHAYERST N REsEarcH

ORIG AMENDMENT
/ ] .
MY HOX 825D « PHILADEL PHIA. PA 1'9101-8}99 - fﬂlﬂ) 902—3?’0 Dirision Of American Howe hw;ﬂsﬁ:’ﬂlmlftarl
FAX: (G1h 9645973 /”'
U5 REGULATORY AFFAIRS F Epa
[ AUG 06 1999
\&, o-ded Y Augusts, 1999

NDA No. 21-048
17 -Estradiol Transdermal System (E, I TS)

Amendment to a Pending New Drug Application:
Revised Draft Labeling

Response to FDA Request for Informatjon

Lisa Rarick, MD, Director

Division of Reproductive and Urologic Drug Products (HFD-580)
Attention: Document Control Room 17B-20

Center for Drug Evaluation and Research

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

Dear Dr. Ranck:

Reference is made to NDA No. 21-048 for 17 $-Estradiol Transdermal System (E; Il TS),
submitted on November 20, 1998. '

I further refer to a telephone call on July 6, 1999 from Ms. Domette Spell-LeSane (Project
Manager, FDA) to Mr. Joseph Sobecki of Wyeth-Ayerst, requesting a submission of revised
draft labeling. Wyeth-Ayerst was advised to model the NDA No. 21-048 draft labeling, in terms
of content and format, after that of Esclim® (estradiol transdermal system). Esclim was approved
as NDA No. 20-847 on August 3, 1998 and, according to Ms. Spell-LeSane, 1s the most recently
approved transdermal estradiol product.

In accordance with the FDA request, attached please find four (4) copies of revised draft labeling
(prescribing information for physicians and patient labeling). One additional “desk copy™ has
been provided for Ms. Spell-LeSane. We have provided both a “clean” copy of the revised draft
labeling and a version which details the changes (via “redline” and “strikeout” text) from the
draft labeling submitted in the November 20, 1998 original NDA. The revised draft labeling
(both versions) is also provided electronically in WORD 97 on the attached disk.

NOTE: Figures 1 and 2 of the electronic version of the labeling may not appear on the screen
since they are in EPS (or Encapsulated Post Script) format, but will print from the attached disk.
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MEETING MINUTES

Date: June 9. 1999 Time: 1:30pm Location: Parklawn; 17845
NDA: 21-048 Drug: Estradiol Transdermal System

Indication: Hormone Replacement Therapy

Type of meeting: 7-month status (internal}

FDA {ead: Dr. Marianne Mann

Meeting Recorder: Dornette Speli-LeSane

Participants:

Marianne Mann, M.D., Deputy Director, Division of Reproductive and Urologic Drug Products
(DRUDP HFD-580)

Phill Price. M.D. Medical Officer, DRUDP (HFD 580)

Amit Mitra. Ph.D. Chemist. New Drug Chemistry 11. @ DRUDP (HFD-580) 4

Ameeta Parekh, Ph.D., Pharmacokinetic Team Leader, Office of Clinical Pharmacolog gy and
Biopharmaceutics (OCPB) DPE II; (HFD-870) @ DRUDP (HFD-580)

David Hoberman, Statistician, DBI} @ DRUDP (HFD-580)

Terri Rumble. BSN, Chief Project Management Staff. DRUDP (HFD-580)

Dornette Speil-LeSane. NP-C. Regulatory Project Manager, DRUDP-(HFD-580)

Meeting Objective
To discuss the status of reviews for NDA 21-048

Background: This NDA sponsored by Wyeth-Ayerst is being submitted to —

— This HRT patch is a 7-day patch availabie in three
sizes with normal delivery rates of 50, 75, and 100 pg. NDA was submirted November 20. 1998,
with a Goal date of September 20, 1999. A 6-month status meeting was held May 11,1999, with
the following action items:

1. send microbiology consult-- sent May 21, 1999, completed July 20, 1999
2. call sponsor to inquire regarding trade name- completed May 12, 1999, no tradename

_ established

3. chemistry to request EER inspections requested Jan 1999

4. schedule two internal labeling meetings July 12, 1999 8-mo status mtg. & labeling

August 18, 1999 labeling mig.
August 23, 1999 labeling mtg.

Discussion

Clinical pharmacology:
*  review is underway

Clinical:
s review is underway




NDA 21048
Page 2

Chemistry:
s review is underway

Biometrics
»  will review as needed at request of Medical Officer

Unresolved Essues:
"  none

Action Items:

Biopharm to identify if adhesion data is acceptable or if phase 4 commitment is necessary.

»  give sponsor heads up that division will begin labeling discussions July 12, 1999.
completed 6/10/99

»  schedule tentative teleconference with sponsor 1-2 weeks after labeling meeting.-
September 8, & 10, 1999 reserved

schedule next meeting for 1-1'% hrs. completed 6/9/99

s include copies of label as meeting package for July 12, 1999 meeting

&)On E‘&dﬁgﬂ&w(ﬂx&&\ f/{\mm n/(a/rm MO,

Minutes Pedparer Chair Concurrence o lI’O l a9

Cc: Orniginal

HFD/Div Files

HFD-580/Spell-Lesane

HFD-580/Rarick/Mann/Price/Slaughter/Rhee/Mitra/Jordan/Parekh/
Kammerman/Hoberman/

Concurrence: Mann, 9.17.99 ~

Draft: Spell-LeSane 7.9.99

Final: 9.20.99




SOL> START COMISEXE:SINSPECT N 021048
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HOPKINS

LIVINGSTON'

MCCLUSKEY
RIPLEY

SQL>

~ IND AND NDR INVESTIGATOR DATA
CITy ST IN ASSIGHN RECD DATE ACTN DATE CLASS REVIEWER

WINTER PK FL DA 10-MAR-39 03-MAY-99 12-MAY-99 NAI GDT -
HWEST PALM BCH FL DA 10-MAR-99 19-MAY-93 01-JUN-99 NAI GOt
MOGRDORE OH DA 10-MAR-93 12-APR-99 14-MARY-99 NAI GDT

SOUTH YARMOUTH MA DA 10-MAR-99 24-MAY-99 01-JUN-99 VAI GOT
SPOOL DFF

VIEW THE REPORT AGAIN? <Y, N>




-3 1998
Peter M. Ripley, M.D. JN -3

Clinical Studies Cape Cod
23H White's Path
South Yarmouth, MA 02664 - .

Dear Dr. Ripley:

Between April 12-14, 1999, Ms. Elizabeth B. Griffin and Mr.
George T. Allen, representing the Food and Drug Administration
(FDA}, conducted an inspection of your conduct, as investigator
of recoxrd, of a clinical study (protocol #0802E1-316-US) of the
investigational drug Estradiol Transdrmal System, performed for
Wyeth Ayerst Research. This inspection is a part of FDA's
Bioresearch Monitoring Program, which includes inspections
designed to validate clinical studies on which drug aprroval may
be based and to assure that the rights and welfare of the human
subjects of those studies have been protected. 4

From an evaluation of the inspection report and of the documents
collected during the inspection, we conclude that you did adhere
to most Federal regulations and/or good. clinical practices .
governing your conduct of clinical investigations and the
protection of human subjects. At the close of the audit the FDA
inspectors issued you Form FDA 483 which listed their
observations including failure to report accurately to the IRRB
You letter of April 28, 1999 responding to the observations
listed in form FDA 483 was reviewed and will be made part of the
inspection file.

We appreciate the cooperation shown Ms. Griffin and Mr. Allen
during the inspection.

Sincerely yours,

Bette L. Barton, Ph.D., M.D.
Chief
Good Clinical Practice Branch I
Livision of Scientific
Investigations, HFD-344
Office of Medical Policy
Center for Drug Evaluation
and Research
7520 Standish Place
Rockville, MDD 20855
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Page 2 - Peter M. Ripley, M.D.
bee:

HFA-224

HFD-580 Doc. Rm. NDA #21-048
HFD-580 Review Div. Dir. Rarick
HFD-580 MO Price

HFD-580 PM Spell-LeSane
HFD-340/R/F

HFD-344/Chron File

HFD-344/CIB File #9406

EFD-344 /Turner

HFR-NE-252 DIB Kraychuck
HFR-NE-250 BIMO MONITOR Kelley
HFR-NE-250 FIELD INVESTIGATOR Allen

CFN:1283955 7

Field Classification:VAI

Headquarters Classification: i
1)NAI

__X_2)VAI-no response required
3)VAI-response requested
4)0AI

If the Field and Headquarters classifications are different,
explain ‘
why :

Deficiencies noted:
inadequate consent form
inadequate drug accountability
deviations from protocol
__ X inadeguate records

failure to report ADRs
other (specify)

M.0. notes:30 subjects were randomized at this site. The auditors
reviewed 10 of the 30 subjects. No major problems were found and
DSI would recommend that the data be used in support of the NDA.

r/d:GDTurner: 5/26/99
finaled:slk:5/27/99 -




Stephen H. Livingston, M.D.

Hill Top Research Inc. .
2051 45th Street, Suite 200 . : JUN -1 1889
West Palm Beach, FL 33407 - ’

Dear Dr. Livingston{

Between April 26-30, 15999, Mr. Jose R. Rodriguez, representing
the Food and Drug Admlnlstratlon (FDA) ,- conducted an inspection
of your conduct, as investigator of record, of a clinical study
(protocol #0802E1-317-US) of the investigational drug Beta
Estradiol Transdermal System, performed for Wyeth-Ayerst Resarch.
This inspection is a part of FDA's Bioresearch Mconitoring
Program, which includes inspections designed to validate clinical
studies on which drug approval may be based and to assure that
the rights and welfare of the human subjects of those studies
have been protected Y
From an evaluation of the inspection report and of the documents
collected during the inspection, we conclude that you did adhere
to all Federal regulations and/or good clinical practices
governing your conduct of clinical 1nvestlgatlons and the
protectlon of human subjects.

We appreciate the cooperation shown Mr. Rodriguez during the
inspection.

Sincerely yours,

Bette L. Barton, Ph.D., M.D.
Chief
Good Clinical Practice Branch I
Division of Scientific
Investigations, HFD-344
Office of Medical Policy
Center for Drug Evaluation
-and Research )
7520 Standish Place
Rockville, MD 20855
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Page 2 - Stephen H. Livingston, M.D.
bcc:

HFA-224

EFD-580 Doc. Rm. NDA #21-048
HFD-580 Review Div. Dir. Rarick
HFD-580 MO Price

HFD-580 PM Spell-Lesane
HFD-340/R/F

HFD-344 /Chron File

HFD-344/CIB File #9782
HFD-344/Turner

HFR-SE-250 DIE Chappell
HFR-SE-2585 BIMO MONITOR Torres
HFR-SE-2585 FIELD INVESTIGATOR Rodriguez

CFN:1064061
Field Classification: NAI
Headquarters Classification:
X_ 1)NAI
2)VAI-no response required
3)VAI-response requested
4)0AI

If the Field and Headguarters classifications are different,
explain :
why:

r/d:GDTurner: 5/24/99
finaled:slk:5/25/99%

M.O. notes: 32 subject completed the study. Thes records from 6
subjects were reviewed. No problems were found and DSI would
recommend that the study be used in support of the NDA.




C DEPARTMENT OF HEALTH & HUMAN SERVICES

Feod and Drug Administration
Mr‘”’ Rockville MD 20857

' _ ' /4 1359
Dénnis C. McClusky, M.D.
Hill Top Research LTD.
754 S§. Cleveland Ave, Suite 200
Mcgadore, QH 44260

Dear Dr. McClusky:

Between March 30-April 6, 1999, Ms. Karen M. Kondas, representing
the Food and Drug Administration (FDA), conducted an inspection
of your conduct, as investigator of record, of a clinical study
(protocol #0802E1-317-US) of the investigational drug Estradiol
Transdermal System, performed for Wyeth-Ayerst Research. This
inspection is a part of FDA's Bioresearch Monitoring Program,
which includes inspections designed to validate clinical studies
on which drug approval may be based and to assure that the rights
and welfare of the human subjects of those studies have been

protected.
&

Frem an evaluation of the inspection report and of the documents
collected during the inspection, we conclude that you adhered to
the Federal regulations and/or good clinical practices that
gcvern your conduct of clinical investigations and the protectien -
¢f human subjects. : _
We apprzciate the cooperation shown Ms. Kondas during the’

[ inspection.

Sincerely yours,

/7 T f0 25

Bette L. Barton, Ph.D., M.D.
Chief
Good Clinical Practice Branch I
Division of Scientific
Investigations, HFD-344
Office of Compliance
Center for Drug Evaluation
and Research



Page 2 - Cennis C. McClusky, M.D.
bce:

HFA-224

EFD-580 Doc. Rm. NDA #21-048
HFD-580 Review Div. Dir. Rarick
HFD-580 MO Price

HFD-580 PM Spell-Lisane
HFD-340/R/F -
HFD-344/Chron File

HFD-344/CIB File #3442
HFD-344/Turner

HFR-CE-450 DIB Fielden
EFR-CE-450 BIMO MONITOR Grelle
HFR-CE-450 FIELD INVESTIGATOR Kondras

CFN:1528045
Field Classification:NAI
Headgquarters Classification:
X__:)NAL

2)VAI-no response. required
3} VAI-response reguested
4)0OAl

—

If the Field and Headguarters classifications are different,
explain

why:

r/d:GDTurner:5/6/99

finaled:slk:5/7/99

M.O. notes: Records for 20 of the 36 subjects randomized into
this study were audited. No problems were found and DSI would
recommend that this study be used in support of the NDA.




Food and Drug Administration
Rockvilie MD 20857

‘Lynne Hopkins, M.D. _
Clinical Studies LTD.

2100 Aloma Ave. MAY |2 1999
Winter Park, FL 32792 :

Dear Dr. Hopkins:

Between April 6-9, 1999, Ms. Brunilda Torres, representing the
Food and. Drug Administration (FDA), conducted an inspection of
your conduct, as investigator of record, of a clinical study
(protocol #0802EI-316-US) of the investigational drug Beta
Estradiocl TS, performed for Wyeth-Ayerst Research. This
inspection is a part of FDA's Rioresearch Monitoring Program,
which includes inspections designed to validate clinical studies
on which drug approval may be based and to assure that the rights
and welfare of the human subjects of those studies have been
protected.

From an evaluation of the inspection report and of the documents
collected during the inspection, we conclude that you did adhere
to all Federal regulations and/or good clinical practices d
governing your conduct of clinical investigations and the
protection of human subjects.

We appreciate the cooperation shown Ms. Torres during the
inspection.

Sincerely yours,

'//%7"r;-AAP. Jé? (2B

Bette L. Barton, Ph.D., M.D.
Chief N
Goeod Clinical Practice Branch I
Division of Scientific .
Investigations, HFD-344
Office of Medical Policy
Center for Drug Evaluation
and Research
7520 Standish Place
Rockville, MD 20855




Page 2 - Lyrine Hopkins, M.D.
bee:

HFA-224

HFD-580 Doc¢. Rm. NDA #21-048

HFD-580 Review Div. Dir. Rarick
HFD-580 MO Price

HFD-580 PM Spell-lesane

HFD-340/R/F

HFD-344/Chron File

HFD-344/CIB File #9768

HFD-344/Turner

HFR-HFR-SE-250 DIB Chappell -
HFR-SE-2585 BIMO MONITOR Torres
HFR-SE-2585 FIELD INVESTIGATOR B.Torres

CFN:1064060

Field Classification: NAI

Headquarters Classification:

__X_ 1)NAI o
2)VAI-no response required
3)VAI-response requested -
4)QAI

If the Field aﬁd Headquarters classifications are different,
explain
why :

r/d:GDTurner: 5/10/99
finaled:slk:5/11/99

M.0. notes: 53 subjects were screened for this study and 26
completed the study. No problems were found during the audit. DSI
would recommend that the study be used in support of the NDA.




MEETING MINUTES

Date: May 11, 1999 Time: 3:30-4:15pm Location: Parklawn: 1 7B45
NDA: 21-048 Drug: estradiol transdermal system

Sponsor: Wyeth-Ayerst

Indication: Hormone Replacement Therapy

Type of meeting: 6-month status (internal}

FDA lead: Dr Marianne Mann

Meeting Recorder: Dornette Spell-LeSane

Participants:

Marianne Mann, M.D., Deputy Director, Division of Reproductive and Urologic Drug Products
(DRUDP HFD-580)

Amit Mitra, Ph.D. Chemist, New Drug Chemistry 11, @ DRUDP (HFD-5380)

Ameeta Parekh, Ph.D., Pharmacokinetic Team Leader, Office of Clinical Pharmacology and
Biopharmaceutics (OCPB) DPE II; (HFD-870) @ DRUDP (HFD-580)

Terri Rumble, BSN, Chief Project Management Staff, DRUDP (HFD-580)

Diane Moore, Regulatory Project Manager, DRUDP (HFD-580)

Dornette Speli-LeSane, NP-C, Regulatory Project Manager, DRUDP (HFD-580)

David Hoberman, Statistician, DBII @ DRUDP (HFD-580)

Meeting Objective
To discuss the status of reviews for NDA 21-048

Background:
This NDA sponsored by Wyeth-Ayerst is being submitted to treat —_

— This HRT patch is a 7-day patch available in three sizes with
normal delivery rates ofSO 75, and 100 pg. The NDA was submitted November 23, 1998, with a
Goat date of September 23, 1999,

Discussion

Clinical pharmacology:
¢ review is underway

Pharm tox:
* review is completed; recommend approval

Clinical:
* review is underway ~

DSI:
* inspections underway -




NDaA 21048
Page 2

Chemistry:

*  minor deficiencies have been identified

= no non-approval issues noted at this time

* the proposed shelf-life of 36 months may not be appropriate
" atrade name for this drug has not yet been established

Biometrics T
s will review as needed at request of Medical Officer

Unresolved Issues:

Dr. Mann will inquire regarding any information in the draft HRT Guidance that can be
communicated 1o the sponsor to enable them to propose revised labeling.

Action [tems:

* Send consult to Microbiology

» Call Sponsor 1o inquire regarding trade name of drug
*  Chemistry to request EER inspections

*  Schedule two internal labeling meetings

= Schedule two labeling meetings with sponsor

NOTE: The 7-month status meeting scheduled for June 9, 1999 at 1:30 p.m. will include -
discussions on labeling.

Addendum: The most recent draft guidance (4/99} is not available for the sponsors’ review
until after announced in the federal register and available on-line.

QWL’ * %Awmﬂw (1D,

Mmulés Preparer “ Chair Concurrence

. cf/té/ﬁﬂ




NDA 21048
Page 2

Cc: Original

HFD/Div Files

HFD-580/Spell-Lesane

HFD-$80/Rarick/Mann/Price/Slaughter/Rhee/Mitra/Jordan/Parekh/
Kammerman/Hoberman/

Concurrence: Rumble, 6.1.99/Moore, 6.1.99/Mann, 6.1.99/Hobberman, 6.2.99/Mitra, 6.3.99/

Draft: Speli-LeSane 5.20.99
Final: 5.27.99,9.9.99
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March 24, 1999
Estradiol Transdermal System (E; II1 TS)

NDA No. 21-048  Amendment to a Pending New Drug Application:
Safety Update Report

Lisa Rarick, MD, Director e
Division of Reproductive and Urologic Drug Products (HFD-580) : %’Q/(/
Attention: Document Control Room 17B-20 , /&

Center for Drug Evaluation and Research 4

Food and Drug Administration
5600 Fishers Lane

Rockville, MD 20857 | 2 }D 7 L
M : 5
% -2 ’

Dear Dr. Ranck:

Reference is made to NDA No. 21-048 for Estradiol Transdermal System (E; 111 TS),
submitted on November 20, 1998.

In accord with 21 CFR 314.50(d)(5){vi)(b), this letter serves as the Safety Update Repont
for NDA No. 21-048 (NDA Item 9).

All available safety information for this product was reported in the original NDA. There
are no ongoing preclimcal or clinical studies; all studies were completed prior 10 the time
of NDA submission. Accordingly, there is no additional safety information to report.

If there are any questions, please contact our representative, Miss JoAnne Bissinger, at
(610) 902-3731, or Mr. Joseph Sobecki, at (610) 902-3737.
Sincerely,

WYETH-AYERST LABORATORIES

Douglas W. Bitz / REVIEWS COMPLETED o
Director e
U.S. Regulatory Affairs | CS0 ACTigw. :

ISAm:1t 1 - [JieTres @'
! NAL
. e % MEMD
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Domette Spell-LeSane, PI‘Oj&Ct Manager -
Division of Reproductive and Urologic Drug Product -580)
Room 17B-45

Center for Drug Evaluation and Research
Food and Drug Administration
5600 Fishers Lane

Rockville, MD 20857

Dear Ms. Spell-LeSane:

Reference is made to your February 26, 1999 telephone conversation with Mr. Douglas Bitz of
Wyeth-Ayerst, in which you indicated that the Division is unable to locate the CD-ROM that
Wyeth-Ayerst provided with the original submission of NDA No. 21-048. You requested that
another copy of the CD-ROM be sent to your attention.

Enclosed is the requested CD-ROM for NDA No. 21-048. As noted in our cover letter for the
original NDA submission dated November 20, 1998, this CD-ROM contains the following
information:
PDF files of Items 11 and 12 (Case Report Tabulations and Case Report Forms)
SAS Datasets for Item 11 and Item 6 (Human Pharmacokinetics & Bioavailability)
Files providing text (in WORD 7) for the following NDA documents:
Integrated Summary of Safety
Integrated Summary of Efficacy
Application Summary
Study reports for the pivotal studies (General Medical Reports, or GMRs)
If Srou have any questions, please contact me at (610) 902-3737.

Sincerely,

REVIEVI3 COMPLETED
: WYETH-AYERST LABORATORIES

CSO ACTION:
Themmer Tnat Cvemo

CSO INMALS DATE

US Regulatory Affairs

Enclosure: CD-ROM
JISAm:110
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_.__/§ 252(b)

(4) Trade Secret / Confidential

___ § 552(b)(5) Deliberative Process

__ § 552(b)(5) Draft Labeling
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)/T 117 !ﬁﬁ January 7. 1999

Additional Desk Copies
for NDA No. 21-048

/

Diane Moore, Project Manager }/ A/Ai
Division of Reproductive and Urologic Drug Products (HFD-580) ,/j & ({
Center for Drug Evaluation and Resgarch /;/ ]/{
Room 17B-45 “ N4

_ Food and Drug Administfatio _
3600 Fishers Lane A/ Y

o s /

Rockville, MD 20857 }’7:"/’ I
Dear Diane: ’ LA
As you requested in your telephone C¥ on January 4, 1999 enclosed are two additional
Desk Copies of certain volumes of NDA No. 21-048 for Estradiol Transdermal System, as
follows: :

Volume 1.001 (containing the Index, Labeling, and Items 13, 14, 15, 16,17, 18 and 19)
Volume 1.026 (which includes the List of Clinical Investigators and Clinical Overview)
Volume 1.038 (the Integrated Summary of Efficacy)

Volumes }.039-1.040 (the Integrated Summary of Safety)

If vou have any questions or need any additional information, please contact me at
(610) 902-3737.

Sincerely,
WYETH AYERST LABORATORIE‘%
~ \4{(1:"

- Joseph J. Sobecki
Associate Director, US Regulatory Affairs

HTTER DNA' DMEMO '

Cso WIT]ALS

, 13S/sabv0T | doc




Meeting Minutes
Date: January 5, 1999 Time: .10:-(-)0— 16:12 AM Location: Parklawn; Room 17B-43 -
NDA: 21-048 Drug Name: 17 B-estradiol Transdermal System
Type of Meeting: Filing

Indication: Treatment of moderate to severe vasomotor symptoms associated with menopause; vulval
and vaginal atrophy —_—

mr—

Spounsor: Wyeth-Ayerst Research
Meeting Chair: Dr. Lisa Rarick
Meeting Recorder: Ms. Diane Moore

FDA Attendees:

Lisa Rarick, M.D. - Director, Division of Reproductive and Urologic Drug Products
(DRUDP; HFD-580)

Marianne Mann, M.D. - Deputy Director, DRUDP (HFD-580) ‘

Diane Moore - Project Manager, DRUDP (HFD-580)

Moo-lhong Rhee, Ph.D. - Chemistry Team Leader, Division of New Drug Chemistry II (DNDC II)
@ DRUDP (HFD-530)

Amit Mitra, Ph.D. - Chemist, DNDC II @ DRUDP (HFD-580)

Sam Haidar, R.Ph., Ph.D. - Pharmacokinetics Reviewer, Office of Clinical Pharmacology and

. Biopharmaceutics (OCPB) @ DRUDP (HFD-580)

Lisa Kammerman, Ph.D. - Team Leader, Division of Biometrics {l (DB} @ DRUDP (HFD-580)

Meeting Objective: To discuss the fileability of NDA 21-048.

Discussion Points:
» an electronic version of the NDA data 1s available on the Division drive
e the User Fee Goal Date is September 20, 1959

Decisions reached:
¢ Clinical: Approved for Filing (AF)
¢ Pharmacology: AF
¢ Chemistry: AF
¢ atradename has not been submitted
e the sponsor requested a —  shelf-life for this product; the data may only supporta —
shelf-life
¢ Clinical Pharmacology and Biopharmaceutics: AF
Biometrics: AF )




N 21-0458

Page 2
Meeting Minutes — January 5, 1999

Action Items: none

JQ@WM Q//7/?f &ﬂm“m 2/15/c%

Signature, recorder Signature, Chair

drafted: dm/1.14.99/N21048FM1599.doc

cc:

NDA Arch:
HFD-580/LRarick/MMann/SSlaughter/PPrice/AMitra/MRhee/AParekh/SHaidar/LK ammerman
HFD-580/AJordan/DHoberman ’

HFD-580/DMoore

Concurrence:

TRumble 01.18.99/MRhee, MMann 1.20.99/AMitra, SHaidar, LRarick 01.21.99
LKammerman 01.25.99 £




NDA:J/-’O‘/(/ -'

45 Day Filing Meeting Checklist
CLINICAL

I'iemM YES NO

COMMENT

1) Is the clinical section of the NDA clearly
organized?

AN

2) Is the chinical section of the NDA
adequately indexed and paginated?

3) Is the clinical section of the NDA Tegible?

4) Is there an adequate rationale for selection
of dose and dosing schedule?

5) Are the requisite number of adequate and
well controiled studies submitted in the
application?

6) Are the prvotal efficacy studies of
appropriate design and duration to assess
approvability of this product for its proposed
indication?

o
7
/S
/S
v

7) Are electronic data sets (with adequate
documentation for their use) provided for
pivotal efficacy studies?

8) Has the applicant submitted line listings in a
format to allow review of individual natient
data?

9) Has the applicant submitted a rationale
for assuming the applicability of foreign trial
results to the U.S. population?

10) Has the applicant submitted all required
case report forms (i.e., deaths, drop-outs due to
ADEs and any other CRFs previously
requested by the Division)?

11) If appropriate, have stratified analyses of
primary safety and efficacy parameters been
_ |conducted for age, gender and race? ‘

12) Has the applicant presented the safety data
in a manner previously agreed to by the
Division?

A

13) If approved in other countries, have a
" | summary and assessiiient of foreign post-
marketing experience been provided?

NIANAN Y

14) Has draft Iabeling been submitted?

A

15) Have all special studtes/data requested by
the Division during pre-submission
discussions with the sponsor been submitted?

9

N

~=

16) From a climical perspective, is this NDA
fileable? If “no”, please state in item #17-~
below why it is not.

.




I'/) Reasons for refusal to file:

=N

Reviewing Medical Officer / Date
' [$777
\45dfile




o~

45 Day Meeting Checklist

MANUFACTURING AND CONTROLS
Estradiol Transdermal system (NDA 21-048)

T K HTEA

the NDA organized in a manner to
allow substantive review to begin?

1) Onits face, is the M&C section of -

2) Is the M&C section of the NDA
indexed and paginated in a manner
to allow substantive review to
begin?

3) On its face, is the M&C section of
the NDA legible so that substantive
review can begin?

4) Are all the facilities (manufacturing,
packaging, testing, sterilization, etc.)
appropriately elineated with full
address?

5) Has the applicant submitted a
complete environmental impact
assessment?

Categorical exclusion request
was filed

6) Has the applicant developed
appropriate controls assessment
procedures that are presently ready
for FDA verification?

7) For an antibiotic, has the applicant
submitted an appropriate validation
package and committed to the
readiness of exhibit samples?

NA

8) Has the applicant submitted all
special studies/data requested by the
Division during pre-submission
discussions with the sponsor?




9) Has the applicant submitted draft
labeling consistent with 201.56 and
201.57, current divisional labeling
policies, and the design of the
development package?

10) Has the applicant submitted stability
data to support and justify the
proposed expiry?

The sponsor requested a three
years expiry based on 3 years
stability data. Since the batch
size is small (pilot) for the
stability lots, I would
recommend a shelf life of two
years. The extension from 2
years would be given from
stability of commercial
production lots. 4

11) From a manufacturing and controls
perspective, is this NDA fileable?
If“no”, please state in item #12
below why it is not.




45 Day Meeting Checklist
PROJECT MANAGEMENT

1) Do any of the following apply to this
application (i.e., if YES, the \
application MUST BE REFUSED A
TO FILE under 314.100 () and there
is no filing over protest):

a. Is the drug product already
covered by an approved )(
application?

b. Does the submission purport to 4
be an abbreviated application
under 314.55; however the drug
product is not one for which /
FDA has made a finding '
that an abbreviated application is

acceptable under 314.55(b)?

¢. Is the drug product subject to
licensing by FDA under the
Public Service Act and X
Subchapter F of Chapter I of
Title 21 of the CFR?

2) Do any of the following apply to this
application (i.e., if NO, the application
MAY BE REFUSED TO FILE under
314.100 (d) and there is the potential
for filing over protest):

a. Does the application X
contain a completed
application form as required
under 314.50 or 314.55?




b. Onits !face, does the application
contain the sections of an
application required by
regulation and Center
guidelines?

ho Clinicad

Micvobyeloo
se F7in, Y

¢. Has the applicant submitted a

complete environmental
assessment which addresses each
of the items specified in the
applicable format under 25.31 or
has the applicant submitted
evidence to establish that the
product is subject to categorical
exclusion under 25.24 of the
CFR?

. On its face, is the NDA formatted
in compliance with Center
guidelines including integrated
efficacy and safety summaries?

. Is the NDA indexed and
_ paginated?

. Onits face, is the NDA legible?

. Has the applicant submitted all
required copies of the submission
and various sections of the
submission?

> x| X >

h. Has the sponsor submitted all
special studies/data requested by
the Division during pre-
submission discussion with

the sponsor?




I. Does the application contain a -
statement that all nonclinical Se¢ Md’ JJG(UT;.
laboratory studies was Sa mP"f
conducted in compliance with : X
the requirements set forth in Part
58 or a statement why a study
was not conducted in
compliance with those
requirements?

j. If required, has the applicant Y\WC‘E"W R& WA

submitted carcinogenicity —‘ypdr RSl
studies?

k. On its face, does the application . .
contain at least two adequate and /<
well-controlled clinical trials?

1. Does the application contain a
statemnent that all clinical trials )(
| were conducted in accord with the
{ IRB/Declaration of Helsinki
provisions of the CFR?

m. Have all articles/study repots
been submitted either in English
or translated into English? /Y

labeling in comptliance with

n. Has the app{icant submitted draft X
210.56 and 210.57 of the CFR?

3. From a project management
perspective, is this NDA fileable? If

“no”, please state on reverse why it is

not. :




Sy,

4. Reasons for refusal to file:

Y/

Project Nfaﬁager




Supervisory Project Manager

APPEARS THIS WAY
ON ORIGANAL
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NDA 21-048

Wyeth-Ayerst Laboratories
Attention: Mr, Douglas W. Bitz
Director, U.S. Regulatory Affairs
P.O. Box 8299

Philadelphia, PA 19101-8299

Dear Mr. Bitz:

We have received your new drug application (NDA) submitted under section 505(b) of the Federal Food,
Drug, and Cosmetic Act for the following:

Name of Drug Product: Estradiol Transdermal System (E; I TS) ,
Therapeutic Classification: Standard (S)
Date of Application: November 20, 1998
Date of Receipt: November 20, 1998
Our Reference Number: 21-048

Unless we notify you within 60 days of our receipt date that the application is not sufficiently coniplete to
permit a substantive review, this application will be filed under section 505(b) of the Act on

January 19, 1998, in accordance with 21 CFR 314.101(a). If the applicatiog is filed, the primary user fee
goal date will be September 20, 1999, and the secondary user fee goal date will be November 20, 1999.

Please cite the NDA number listed above at the top of the first page of any communications conceming
this application. All communications concerning this NDA should be addressed as follows:

u.s. Postal/Courier/Ovemight Mail:

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Reproductive and Urologic Drug Products, HFD-580
Attention: Division Document Room

5600 Fishers Lane

Rockville, Maryland 20857
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If you have any questions, contact Diane Moore, Project Manager, at (301) 827-4260.

Sincerely,

Qﬁ?ﬁg e b d

~ Acting Associate Director
Division of Reproductive and Urologic Drug
Products (HFD-580)
Office of Drug Evaluation H
Center for Drug Evaluation and Research

cc: . p e

Archival NDA 21-048 ’
HFD-580/Div. Files

HFD-580/D.Moore :

HFD-520/LRarick/MMann/SSlaughterPPrice/MRhee/AMitra '
HFD-580/KRaheja/AJordan/SHaidar/AParekh/LK ammerman £
DISTRICT OFFICE

Drafted by: dm/December 21, 1998 . N o
| - ,dd/zw Wpgee /74P
Concurrence:
TRumble 12.28.98 -

filename: N21048AK.DOC
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FAX: 6610) 9645973

17 B-Estradiol Transdermal System

NDA No. 21-048

Lisa Rarick, MD, Director

Division of Reproductive and Urologic Drug Products (HFD-580)
Center for Drug Evaluation and Research

Attention: Document Control Room 17B-20

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

Dear Dr. Rarick:

In accordance with 21 CFR § 314.50, Wyeth-Ayerst Laboratories is submitting a New Drug
Application (NDA) for 17 B-Estradiol Transdermal System (E, III TS), NDA No. 21-048.

Marketing approval is being sought for E; III TS delivering 50, 75 and 100 meg, per day, for the
treatment of moderate to severe vasomotor symptoms associated with menopause, vulval and
vaginal atrophy

— - - - - a -

Clinical studies contained in this NDA were conducted under IND No. 44,168, submitted by
Cygnus, Inc. on December 17, 1993. On November 9, 1995, Cygnus submitted a letter to the

FDA stating that the sponsorship of IND No. 44,168 had been transferred to Wyeth-Ayerst
Laboratories.

The primary evidence for safety and efficacy in this NDA consists of two 3-month, Phase 111,
randomized, double-blind, placebo-controlled studies, Protocol Nos. 0802E1-316-US and
0802E1-317-US. In addition, an open-label, Phase III, non-IND, ex-US study (Protocol No.
0802E1-330-EU) was also conducted and is provided as supportive information. Six
pharmacokinetic studies and one skin sensitization study were also conducted.

An End-of-Phase I Meeting was held on June 27, 1995 to obtain FDA concurrence that the
proposed clinical development plan for E; III TS was sufficient to support an NDA for E2 III TS.
Clinical and statistical requests from the FDA were incorporated into the clinical program.
Primarily, FDA indicated the need in the clinic4 trials for a two-week pretreatment period to
establish a baseline for vasomotor symptoms; after two weeks of treatment, a statistical trend in
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favor of treatment was to be shown over placebo, with a statistically significant difference from
placebo by week four. There was agreement that analyses posttreatment would be done at 2
weeks (for a trend) and at 4, 8 and 12 weeks. Both pivotal studies, 0802E1-316-US and
0802E1-317-US, comply with this requirement and demonstrate efficacy in this regard. In
response to the FDA's suggestion that some comparator data be included, study 0802E1-317-US
contains an open-label group which provides descriptive data for Climara®. Final FDA
concurrence with the design of Protocol No. 0802E1-317-US was received on February 1, 1996
(via a telecon with Ms. Christina Kish, Project Manager).

A Pre-NDA Meeting was not held.
Submission Information .

NDA No. 21-048 and User Fee ID No. 3553 have been preassigned to this application. Thist
submission is being provided primarily in paper format (55 Volumes), with some information in

- electronic format. The NDA Contents are as follows: -

Item No.  Description Volume No.

1 Index Volume 1.001

2 Labeling Volume 1.001

3 Application Summary Volume 1.002

4 Chemistry, Manufacturing and Controls Volume 1.003

5 Nonclinical Pharmacology and Toxicology Volume 1.004 - 1.014
6 Human Pharmacokinetics and Bioavailability Volume 1.015 - 1.025
7 Microbiclogy Not Applicable

8 Clinical Volume 1.026 - 1.040
9 Safety Update Not Applicable

10 Statistical Volume 1.041 - 1.054
11 Case Report Tabulations ‘ Electronic Submission
12 Case Report Forms Electronic Submission
13 Patent Exclusivity Information (see Item 1) Volume 1.001

14 Patent Certification with Respect to any Patent which Volume 1.001

Claims the Drug (see Item 1)

15 Establishment Description (see Item 1) Not Applicable

16 Debarment Certification (see Ttem 1) Volume 1.001

17 Field Copy Centification (see Item 1) Volume 1.001

18 User Fee Cover Sheet (see Item 1) Volume 1.001

19 Other (see Item 1) ) Not Applicable

"=
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Electronic Information
Paper copies of ltems 11 (Case Report Tabulations) and 12 {Case Report Forms) are not included

in this submission, but are provided on tape, in accordance with the EDA guidance Providing
Regulatory Submissions in Electronic Format {September 1997).

In addition, a CD-ROM is provided, which consists of PDF files of Items 11 and 12, SAS
datasets for ltem 11 and Item 6 (Human Pharmocokinetics and Bioavailability), and the text in
WORD 7 for the following NDA documents: Integrated Summary of Safety, Integrated Summary

of Efficacy, Application Summary, and final study reports (General Medical Reports, or GMRs)
for the pivotal studies.

In compliance with 21 CFR § 314.50(k)(3), Cygnus, Inc. has provided to the FDA San Francisco
District Office a true and exact copy of Drug Master File 10,651, which is incorporated into this
NDA by reference, and which contains the complete Chemistry, Manufacturing, and Control§
information for NDA No. 21-048. Wyeth-Ayerst has provided copies of the 356h application
form and Application Summary of the NDA to both the Philadelphia, PA and the

San Francisco, CA District Offices. The Field Copy Certifications are contained in Item 17, -

Regarding the User Fee Payment, a check for $256,846 (the required 1998 application fee) was
sent to Mellon Bank, PO Box 360909, Pittsburgh, PA 15251-60909 for this NDA (User Fee ID
No. 3553), on November 17, 1998. It is our understanding that when the fiscal year 1999
application fees are determined, if the new fee exceeds this amount, Wyeth-Ayerst will be billed
for any remaining application fee due.

If you have questions regarding this submission, please contact our representative,
Miss JoAnne M. Bissinger, at (610) 902-3731 or Mr. Joseph J. Sobecki, at (610) 902-3737.

Sincerely,

WYETH-AYERST LABORATORIES

T

Douglas W. Bitz
Darector, US Regulatory Affairs
Enclosure: 55 Volumes

Desk Copy (letter only): .
Mrs. Diane Moore, Project Manager,
Division of Reproductive and Urologic Drug Products

-



1 PPage(s) Withheld

____ § 552(b)(4) Trade Secret / Confidential

____ § 552(b)(5) Deliberative Process

_[ § 552(b)(5) Draft Labeling




St S sasa s 4 aate

DEPARTMENT OF HEALTH AND HUMAN SERVICES o Do GAtp No. 09100297
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION USER FEE COVER SHEET

See Instructions on Reverse Side Before Completing This Form

1+ APPUCANTS NAME AND ADDRESS 3. PRODUCT NAME -
Wyeth-Ayerst Laboratories 17p-Estradiol Transdermal System
P.O. .
Philag:Ix 829?, A 1910 4 DOES THIS APPLICATION REQUIRE CLINICAL DATA FOR APPAOVAL?
phia, 101-8299 W YOUR RESPONSE IS *NQ" AND THIS IS FOR A SUPPLEMENT, STOP HERE

AND SIGN THIS FORM,
W RESPONSE IS YES', CHECK THE APPROPRIATE RESPONSE BELOW

() ™HE AEQUIRED CLINICAL DATA ARE CONTAINED IN THE APPLICATION
] ™E REQUIRED CLINICAL DATA ARE SUBMITTED BY

REFERENCE TQ
2. TELEPHONE NUMBER (incksie Area Cooe) (APPLICATION NO. CONTAINING THE DATA).
(610 ) 902-3739
5. USER FEE L.D. NUMBER 6. LCENSE NUMBER / NDA NUMBER
3553 NDA No. 21-048

7. 15 THIS APPLICATION COVERED BY ANY OF THE FOLLOWING USER FEE EXCLUSIONS? IF S0, CHECK THE APPLICABLE EXCLUSION.

[ A LARGE VOLUME PARENTERAL DRUG PRODUCT [ A suaib)2) APPLICATION THAT DOES NOT REQUIAE A FEE
APPROVED UNDER SECTION 505 OF THE FEDERAL {See tiem 7. reverse scie Defore chacking box. )
FOOD. DRUG. AND COSMETIC ACT BEFORE %1/92 R
(5eif Explanatory) -
[ THE APPLICATION QUALIFIES FOR THE ORPHAN 7] THE APPLICATION 1S A PEDIATAIC SUPPLEMENT THAT
EXCEPTION UNDER SECTION 736{a)(1}E} of the Fedarat Food, QUALIFIES FOR THE EXCEPTION UNDER SECTION 736(a){1)(F) of
Drug. ang Cosmetc Act tha Fedenl Food, Drug. and Cosmetic Act
(See dem 7, reverse sOe belore checking bor.} (See nem 7, reverse s0e before checkng box |

G THE APPLICATION (S SUBMITTED BY A STATE OR FEDERAL
GOVERNMENT ENTITY FOR A DRUG THAT IS NOT DISTRIBUTED
COMMERCIALLY
(Selt Expianatocy)

FOR BIOLOGICAL PRCDUCTS ONLY

[0 wHOLE BLOOD OR BLOGD COMPONENT FOR [ A CRUDE ALLERGENIC EXTRACT PRODUCT
TRANSFUSION

T AN APPLICATION FOR A BIOLOGICAL PRODUCT [0 AN INITAO™ DIAGNOSTIC BIOLOGICAL PRODUCT
FOR FURTHER MANUFACTURING USE ONLY UCENSED UNDER SECTION 251 OF THE PHS ACT

{0 sovINE BLOOD PRODUCT FOR TOPICAL
APPLICATION LICENSED BEFORE 9/1/92

. HAS A WAVER OF AN AP N NTED FOR THIS APPLICATION? -
8 S A WAIVE! PLICATION FEE BEEN GRANTED CATION Clves X ~o

(See reverse sxig of prswered YES)

A completed form must be signed and accompany each new drug or biologic product application and each new
supplement. If payment is sent by U.S. mail or courier, please include a copy of this completed form with payment.

Public raporting burden for this collection of information is estmated © average 30 minutes per response. including the tme for reviewing
inslructions, searching existing data sources, gathering and maintairing the dala needed. and completing and reviewing the coliection of information.
Send comments regarding this burden estimate or any cther aspect of thus collecton of informaton, inciuding suggestions for reducing this burden to:

DHHS, Reporis Clearance Officer An sgency may not conduct or Sponsar, and a persan is not
Paperwork Aeducton Project (0910-0297) required 1o respond 1o, a collection of information untess it
Huben H. Humphrey Buiiding. Room 531-H ‘ dispiays a curently vatid OMB control number.

200 Independence Avenue, S.W. N ’

Washington, DC 20201

¢ Please DO NOT RETURN this form to this address.
NATURE OF AUTHORIZED COMPANY REPRESENTATIVE TITLE DATE
{ — '
. Director, U.5. Regulatory Affairs November 17, 1998
| 7@ Douglas W_ Bitz eguialory
FORMTEDA 3397 (599) // i o . Ehsmsnn L oo KUMHS ¢ MU AL 0 £
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INSTRUCTIONS FOR COMPLETING USER FEE COVER SHEET
FORM FDA 3397

Form FDA 3397 is to be completed for and submitted with each new drug or biologic product original
application or supplemental application submitted to the Agency on or after April 27, 1998. Form 3397
should be placed in the first volume of the application with the application form. A copy of Form 3397
should be included with the fee payment

ITEM NOS. INSTRUCTIONS

1-2. Seli-explanatory

3. PRODUCT NAME - Include generic name and trade name, as applicable.

4. CLINICAL DATA - The definilion of 'clinical data' for the assessment of user fees is found in Intenm

Guidance: Separate Markeling Applications and Clinical Data for Purposes of Assessing User Fees
under the Prescription Drug User Fee Act of 1992.

5. USER FEE 1.D. NUMBER - PLEASE INCLUDE THIS NUMBER ON THE APPLICATION PAYMENT
-CHECK. If the application is exempted from a fee, a User Fee |.D. Number is not required. To obtain the
appropriate User Fee {.D. Number, read and compiete the following:

FOR DRUG PRODUCTS - A unique identification number will be assigned to each submussion. This
individual identification number may be obtained by calling the Center for Drug Evaluation and
Research, Central Document Room, at (301) 827-4210.

FOR BIOLOGIC PRODUCTS - The tirst 4 characters are the U.S. License Number, including leading
zeros; the next 4 characters are the product code (2 letters followed by 2 numbers); and the
last 7 characters are the date on the cover lefter of the submission, in the format: DOMONYR. if the
facility is unlicensed, or the product code is unknown, a number can be obtaned by
calling the Center for Biclogics Evaluation and Research, at (301) 827-3503.

EXAMPLE: For U.S. License Number 4, product code XX01, with a document submission cate
of 8/3/93, the number would be: 0004XX0103AUGS3.

6. LICENSE NUMBER / NDA NUMBER

FOR BIOLOGIC PRODUCTS - Indicate the U).S. License Number. It the facility is unlicensed, leave this
section blank.

FOR DRUG PRODUCTS - Indicate the NDA number, including a leading zero. NDA numbers can be
obtained by calling the Center for Drug Evaluation and Research, Central Document Room, at (301)
827-4210.

EXAMPLE: For NDA 99999, the number would be: NO33999.
7. EXCLUSIONS:

Section 505(bH2) applications, as defined by the Federal Food, Drug, and Cosmetic (FD&C) Act, are
excluded from application fees if; they are NOT for a new mglecular entity which is an active
ingredient {including any salt or ester of an active ingredient); or NOT a new indication for use.

The application is for an orphan product. Under section 736(a)(14{E} of the FD&C Act, a human drug
applicaticn is not subject 1o an application fee if the proposed product is for a rare disease or condition
designated under section 526 of the FD&C Act (orphan drug designation) AND the application does
not include an indication that is not so designated. A suppiement is not subject to an application fee if
it proposes to include a new indication for a rare disease or condition, and the drug has been
designated pursuant 10 section 526 for a rare disease or condition with regard to the indication
proposed in the supplement.

The submission is a supplement for a new pediatric indication. Under section 736(a}(1)(F) of the
FD&C Act, a supplement to a "human drug application” proposing to include a new indication for use in
pediatric populations is not subject to a fee.

8. WAIVER - Complete this section only it a waiver of user fees, including the small business waiver, has

been granted for this application. A copy of the official FDA notification that the waiver has been
granted must be provided with the submission.

FORM FDA 3397 (5/98) (BACK)
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IND 44,168 Cygnus and Wyeth Ayerst
; 7 day Estradiol (E;)Transdermal System June 27, 1995
Memorandum of Mecting -
Industry Participants:

. Ms. Joanne Bissinger, Senior Regulatory Coordiantor, Wyeth-Ayerst
Jim Ermer, Ph.D,; Senior Pharmacokineticist, Wyeth-Ayerst
Phil Maya, Ph.D.; Director of Clinical Pharmaceutics, Wycth-Ayerst
Mr. Allan Russcll Senior Vice President, Cygnus
Ms. Carol Karp; Regulatory Affairs, Cygnus
Ms. Sally Naish, Project management, Wyeth-Ayerst
Ms. Louise Johnson, Regulatory Affairs, Cygnus )
- Judith Nadelmann, Ph.D.; Pricipal Statistician, Wyeth-Ayerst - -
James Pickar; Clinical Research, Wyeth-Ayerst S
Mary Zrimer; Clinical Research, Wyeth-Ayerst

- FDA Staff: .- :
Dr. Corfman Mr. Huat (HFD-426) Dr. Pian (HFD-713)
.~ - Dr.Cropp - Dr. Dorantes (HFD-426) Ms. Kish
%7 . Dr. Price : _Dr. Nevius (HFD-713) ' :
o Discussion and Conclusxon. 7- - _ .

Cygnus bcgan the meeting by stating that the IND (presently held by Cygnus) will be
;. transferred to Wyeth-Ayerst who will perform all of the clinical research. Cygnus wﬂl remain’
{ . responsible for the DMF and CMC sections of any resulting NDA. R

Wyeth Ayerst then presented their proposed clinical program. They noted that they had =T

chosen the study doses to have a blood serum level of approximately 40 pg/ml and higher, but:

that they did not want to go above the serum levels of Ciba Geigy’s patch (which is 74 pg/ml 755288
~ abolve baseline). Dr. Price stated that 100 pg/ml might not be safe (as suggested by pellet and - - - -

European data). Dr. Price suggested that sponsors use as a high dose approximately 80 pg/ml

but noted that this would not be a requircment.

Cygnus prcscntcd a very brief overview of the toxicology and pharmacokmctxc studu:s. Thcy _

noted that a minor formulation change had taken place due to a yellowing which occurred

with some of the ingredients. The sponsor noted that all tests which had been performed with

the original formulation had been repeated with the sew formulation. The spoasor noted that

both the skin and the patch will control the rate of drug release. In release tests approximately

ten percent of drug 1s released over seven days. The spoasor said that total E, will be analyzed

both before and after the patch is worn, and noted that an assay was available to perform this

test.

Cygnus outlined the first pharmacokinetic study which was performed on the upperarm to—- ~—-——

look at adhmon and irritation. The second study was a four way crassover of patches sized 10, '

15 and 20 cm’ on the abdomen for seven days. Samples were assayedat — : :
—  claims they are able to detect levels as low as wwemew, ~Cygnus noted that in this t:st,‘::’:-:':_:

performed under controlled conditions, in house, the subjects were not allowed to-use tape o
I kccp thc patc.h on unlm thc patch came off complctdy. ‘A third pharmacohnct:c stuﬂy‘wj : e

e e, T A
o e




performed because of the lower than expected blood levels which came out of the second study.
. The patch size in the third study was increased. The sponsors are only seeking a single
application site for this patch (abdomen). Cygnus noted that two more pharmacokinetic
studies are planned the first a single dose (8 day) application. The second would compare their
patch to Climara. In both of these studies they will be measuring estradiol and estrone.
Estrone sulfate would be monitored in the multiple dose study. These studies will be carried
out concurrently with the phase III trials, but utilizing a different group of subjects (due to
biood volume required). Mr. Hunt suggested the sponsor report the ongoing obtained data to
_ . his division, noting that there might be a chance that the number of blood draws could be
- decreased. Mr. Hunt further noted that he would like to review the protocols prior to their
initiation, and that intersubject as well as intrasubject variability should be determined.

Cygnus stated three studies were planned for phase I, two for safety and efficacy, and one for

adhesion. Diaries would be kept and turned in on weeks four, eight, and twelve. A blood -

serum level would be taken at baseline and again at week twelve. Cygnus planned on carolling

216 women into nine sites (approximately 24 women per site) with over 50 % having a uterus.

Dr. Price noted that if the women had had twelve months of amenorrheic, then their FSH

level could be 40 pg/ml; however if the woman had been amenorrhea for less than twelve -

months, their FSH levels have to be 50 pg/ml. The sponsor noted that the primary endpoint ,

will be the number and severity of hot flushes, severity judged on a scale of one to three (nane .
-, - to severe), with a secondary endpoint of vaginal tissue changes and quality of life indicators..
- Dr. Price noted that we would require a two week baseline run in of VMS symptoms. He .
- stated that after two weeks of treatment a statistical trend in favor of the treatment should be

- shown over placebo and there should be a clear statistical significance over placebo by week <

- = four. He requested that both days and weeks be averaged separately. : L

e .

i o g ——— e

Dr. Nevius requested a copy of the protocol for statistical review when submitted.
- Cygnus proposed a Draize skin sensitization study to be performed on the upper back utilizing - 7 - -
200 subjects. The sponsor requested that the number of subjects be lowered. An internal’ - - 077
meeting will be held to discuss the appropriateness of the back as a test site, and the number
required for the Draize study.

Dr. Price suggested that for the pivotal trials he would like to see one trial placebo controlled
and one comparing a reference patch, such a2 Climara. Wyeth-Ayerst noted that this would be
possible as long as an open label study would be accepted. Dr. Price agreed that an open label
study would be acceptable. Dr. Price added that if the sponsors did not want to utilizea
reference patch study a good objective study (similar to Howard Judd’s) would be acceptable.
Wyeth Ayerst asked which Climara patch should be used as a reference. An internal meeting
will be required to discuss which Climara patch should be used. Dr. Price further suggested
that all protocols be submitted for review prior to initiating any study. He also said that
fasting glucose could go as high as 140.

The Division of Biopharmaceutics requested that estrone sulfate be analyzed and PK/PD and
populatin PX be studied considering covariants such as body weight, clearance, age, race,
...~ smoking habits, etc. They also requested the sponsor to monitor women with poor adhesion. -
"7 Wyeth Ayerst agreed that the individual variables could be analyzed but noted that the total |~
. study size was small, they also noted that they had a rating scale for patch adhesion. -




Dr. Price reminded the sponsors that two independent readers with 2 third adjudicating over
conflicting results would be required. Wyeth-Ayerst suggested that this was not necessary as
hyperplasia was not a primary endpoint. Dr. Corfman suggested an internal meeting to discuss
this once their final protocol was submitted. Dr. Nevius reminded the sponsors that centers

were taken into account during statistical review usually by 2 two way analysis. He noted that B
he may have further comments on this once he has seen the protocol to be submitted.
Action Items:
An internal mecting to discuss both the Draize study design, and which strength Climara patch
should be used in an active control study is to be held. Also, once the sponsors’ final protocol
was submitted a decision regarding whether biopsies will be necessary for monitoring
hyperplasia will be made. o L
s - :
MEETING ATTENDEES : o
HFD-510/SSobel/YJohnson . '
" HFD-510/CKish/7.3.95/i44168.mm = = - I - , *
i - .Concurrences: Adorantes 7.7.95/JHunt 7.10.95/PPrice 7.19.95/CCropp 7.10.95/PCorfman - - . 5. . ..
{' - 77.19.95/LPian 7.20.95/ENevius 8.1.95/EGalliers 8.7.95 '™ - ‘ T e
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