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Memorandum té the File

FEB g 1993
To: NDA 21-065- 179
From: Michael Ortwerth, Review Chemis ‘9/ g G
Through:  Moo-Jhong Rhee, Chemistry Team Leade Z‘/ 5/ ?

Subject: Information Request for NDA 21-065 (Specification of Facility
Role as Drug Substance Supplier)
Date: 08-FEB-1999

A facility noted by*the sponsor (Parke:Davis) is designated as a supplier of the drug
substances Norethindrone acetate and Ethinyl estradiol. The designation of the facility as
a supplier is unclear. The facility in question is ...

In order to determine the role of this facility, the sponsor (contact: Ms. Robin Pitts) was
telephoned on 27-JAN-1999. Ms. Pitts informed me that the( i a third

party that does not manufacture the drug substances. During this conversation, Ms. Pitts
could not elaborate on the exact function of the facility.

On 29-JAN-1999, Mr. Len Lescosky (a CMC staff member for Parke-Davis) contacted
me to'inform me thaf Was an agent fo in the United States. Then, on
01-FEB-1999, Mr. Lescosky called to inform me tha accepts the drug
substances and stores them before transfer to the Drug Product Manufacturer — Duramed.

On 01-FEB-1999, the Office of Compliance requested that I €heck with the sponsor to
determine ify jrepresented a name change for the company| Is
found in the Establishment Evaluation System to have the same mailing address as

{ } I contacted the sponsor on the same day to request the information and Mr.

l_escosky retumed my call to inform me that, _ Js a holding company for
both? hnd that Are sister companies.

At this time it is necessary to determine exactly what the function of thel’ )site is
in detail. Thus, an amendment to the NDA 21-065 should-be submitted as soon.as
possible by the sponsor to address the following questions. ..

hy -~ ’ . i
1. For what length of time are the drug substances stored at the{ )

facility? e
2. In what storage containers are the bulk drugs stored in during their time at
.. the! ifacility?
9 e .. ——
°“3. . Wha are the environmental conditions at the! Yacility and how
. are these conditions maintained?
4. Whatidentification tests are performed on the drug substances before they
. . are accepled for storage at the] __ Yacility? * ~

cc:  HFD-580/Division File (NDA 21.065)
HFD-580/MOrtwerti/MRhee/IMercier
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NMemo

NDA: 21-085
Drug Northindrone acetate/ethinyl estradiol

Sponsor:  Parke-Davis

" Date: 1012/99

SAFETY UPDATE

For safety update see page 41 of Medical Officers review.
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Memorandum | Department of Health and Human Services
Public Health Service
Food and Drug Administration
Center for Drug Evaluation and Research

Date: -
From: A David Hoberman, Ph.D., HFD-715
Subject:  fembhrt

File (NDA# 21-065)

There was one statistical issue arising at the last minute when the sponsor wished to have the

With respect to evaluating the effect of different doses of Femhrt on bone mineral density (BMD)
in menopausal women, after several consults with the medical officer in HF D-510, Joanna
Zawadski , M.D., we were satisfied that the sponsor had demonstrated highly statistically
significant differences from placebo in BMD. The 1/5 dose resulted in an average positive
change from baseline in BMD whereas the placebo patients declined on average.

There was an additional technical issue concerning 2 post hoc comparison of the 1/5 dose to the
corresponding dose of unopposed estrogen. I explained that the p-value was essentially
impossible to calculate, for there were a total of possibly 12 or 16 comparisons that had to be
taken into account. Using Bonferroni corrections indicated that the post hoc p-value would be
near .03, but it is impossible to determine whether the comparison could be regarded as
“statistically significant.” In addition, this treatment arm comparison seems to be of questionable
relevance to the approval of femhrt. '

L

APPEARS THIS WAY
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0CT 14 1999

Group Leader Memorandum

NDA: 21-065

Drug: fembrt®
norethindrone acetate (NA)/ethinyl estradiol (EE) tablets

Proposed Doses: ~ | l
. ‘ = 1.0 mg NA/S.0 meg EE

( 3

Indications: {Ireatment of vasomotor symptoms associated with menopause

(-
Protection against endometrial hyperplasia

Applicant: Parke Davis Pharmaceutical Research

Date Submitted: 12/17/98 '
Date of Review: 10/8/99

Group Leader: Marianne Mann, Deputy Director, HFD-580

Backeround ' :
This NDA was submitted to support the approval of fermhnt®, a combination estrogen/progestin tablet that

contains cthinyl_c_s_g:a\diol and norethindrone acetate. The applicant originally submitte \doses for

.consideration: b 1/5,§ jng NA/meg EE, respectively. During the NDA review ﬁroceés, however, .
the sponsor withdrew thé_L'__ The desired indications were:

e Treatment of moderate to severe vasomotor symptoms associated with menopause
.
|

Of note, NDA 21-102 was submitted concurrently to the Division of Endocrine and Metabolic Drug
Products for the indication of:

e  Prevention and management of osteaporosis.

Chemistrv/iManufacturing ) .
This product had a long history of chemistry and manufacturing difficulties (with manufacturing tranfers

from * 1o Duramed®) that delayed submission of an acceptable application. Thus, it is noteworthy
that the clinical trials for this product were performed in the late 1980s and early 19903, before our most
recent guidance documnent for industry on hormone replacement therapy. -There were no major chemistry
issues raised during the review of this NDA and the product is considered acceptable for approval

regarding Chemistry.

Product Name R — . .
The initially proposed name in 1994 by Parke Davis of, - as found unacceptable due to “look alike,
sound alike” to another product. The second name, propcsed in 1996, was ‘land was found

acceptable by the Labeling and Nomenclature Committee. The sponsor later submitted a revised request in
1996 for the name “FemHRT.” A 1996 review by the Labeling and Nomencfture Committee found the

-
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name “FemHRT" acceptable. During the current NDA review cycle, the sponsor modified the narhc
“FernHRT™ slightly to read “femHRT."”

Concerns were raised during the review process that the name “femHRT™ might be interpreted as “fem-
heart” and inappropriately suggest cardiac benefit. These concerns led to reconsideration by the Labeling
and Nomenclature Committee in September of 1999, and they found the name unacceptable. Their reasons
included the concern about possible implied cardiac benefit, and that the name “femHRT" looked/sounded
alike to two approved products “FemStat®" and; j

After several telcconf_crcnces. FDA and the sponsor agreed to the name “femhrt” on October 6, 1999, 1t
was agreed that all packaging, inserts, and promotional materials will be printed with the name “femhrt,”
with one exception: foil linings will be printed with the name “femHRT" for the initial 3-month supply of
drug product. Thereafter, the sponsor has agreed to change the foil liners to read “fembrt” consistent with
all other product packaging, inserts, and promotional material.

Preclinical Pharmacology and Toxicology

There were no significant toxicology issues raised, and the product was considered acceptable for approval
from a pharmacology/toxicology perspective.

Biopharmaceutjcs

There were no significant biopharmacology issues ra:sed and the product was considered acceptable for
approval.

Clinical Efficac

Vasomotor Symptom Indication :

The data to support the efficacy of FemHRT for the management of moderate to severe vasomotor

symptems in post-menopausal women demonstrated that all 3 doses of FemHRT were superior to placebo

in reducing the frequency and severity of VMS after 12 weeks of treatment. There was evidence of dose-

responsiveness regarding this treatment effect. The lowest dose of FemHRT, containing 2.5 mcg ethinyl
“estradiol, worked by weck 6 with sustained efficacy through week 12. The mid and highest doses of

FernHRT, containing 5.0 and 10.0 mcg ethiny] estradiol respeetively, both worked by week 4 with

sustained efficacy through week 12. '

Endometrial Hyperplasia

The sponsor completed a 2-year controlled clinical trial assessing the effects of FemHRT on bone mineral
density and also assessing the effects of chHRT on endometrial byperplasia. The trial included 9
Treatment arms:

Placebo

0.2 mg NA/]1 ug EE versus 1 ug EE alone

0.5 mg NA/2.5 ug EE* versus 2.5 ug EE alone
1 mg NA/5 ug EE* versus 5 ug EE alone

1 mg NA/10 ug EE* versus 10 ug EE alone

With the exception of the 10 ug EE alone arm (prematurely discontinued due to a high rate of endometrial
hyperplasia) all treatment arms completed enrollment. Follow-up biopsies at 12- months were obtained on
between 75-82% of the fully enrolied treatment arms. At month 12, there were po cases of endometrial
hyperplasia noted in the 3 FemHRT treatment arms. In contrast, there were 9 cases of hyperplasia in the 10
ug EE amm, 1 case in the 5 ug EE arm, and no cases in the-2.5 ug EE arm. At month 24, there were still no.
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cases of hyperplasia in the 3 FemHRT treatment arms, whereas there were a total of 10 cases in the 10 ug
EE arm, 2 cases in the 5 ug EE arm, and 2 case in the 2.5 ug EE arm.

With the exception of the 10 ug EE alone arm, the rates of hyperplasia in the unopposed 2.5 ug and 5 ug EE
arms were low. Additional data on endometrial biopsies, however, revealed that all unopposed EE arms
bad a greater rate of endometrial proliferation whereas the corresponding NA/EE arms had results more
typical of a post-menopausal patient (atrophy or insufficient tissue). This data supports that the NA had a
protective effect on the endometrium.

Clinical Safetv
The critical safety issue in this review was whether the!
profile given that it had)

The difference between the 1/5 and| )is in the amount of EE present. This js the first combined
product for hormon erapy that proposes doses with Jwitl.aut a
{ Additionally, one needs to consider that ethinyl estradiol is much more

“potent than other forms of estrogens, as shown in the following table (taken from the Textbook: Trearment
of the Postmenopausal Woman, Basic and Clinical Aspects, Rogerio Lobo, Raven Press. 1994).

Relative Potency of Estrogen Preparations
Relative to Four Parameters* of Estrogenicity

Estrogen Preparation Serum FSH Serum CBG Serurn SHBG Serum
Angiotensin
Piperazine Estrone 1.1 1.0 1.0 1.0
Sulfate"
Micronized Estradiol 1.3 1.9 1.0 0.7
Conjugated Estrogens 1.4 2.5 3.2 3.5
Diethylstilbestrol 3.8 70 28 13
Ethinvl Estradiol (80-200) (1000)° 614 232
*Based on FSH, follicle stimulating hormone; CBG, corticosteroid-binding globulin; SHBG, sex hormone-
binding globulin. :
*Used as a standard

*Estimate in the absence of parallelism

dose of 5.0 meg of EE correlates with 1.0 mg of conjugated estrogen and a dose of: EE correlates
with bf conjugated estrogen. The highest dose of conjugated estrogen approved for combined
hormone replacement therapy is 0.625 mg (in the products Prempro® and [i—} The dose of EE
present in femhn®, kwould correlate to, the approved 0.625 mg dose of
conjugated estrogen. '

A conservative estimate would suggest that if EE were 200 times more potent than con:'ufated estrogens, a

Therefore, our reviews focused very closely on estrogen-related side effects (particularly those related to

the endometrium). These included:

1. Endometrial Effects :

Endometrial biopsies demonstrated no hyperplasia in either the 1/5 or 1/10 NA/EE treatinent arms at month
12 or at month 24 of follow-up. Estrogen-related effects on the endometrium were nonetheless noted more
frequently in the 1/10 arm versus the 1/5 arm. This conclusion was based orfthe following data from the 2-

* year study:
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*  The percentage of patients with vaginal bleeding or spotting was consistently greater in the 1/10 am
versus the 1/5 arm at month 3 (47% vs 38%), at month 6 (32% vs 24%), at month 12 (34% vs 24%)
and at month 18 (27% vs 16%).

s  The percentage of patients who withdrew due to unacceptable vaginal bleeding was greater in the 1/10
arm versus the 1/5 arm (5.5% vs 1.4%). ‘

In addition, the shorter term 12-week study of vasomotor symptoms also demonstrated that the 1710 dose

had greater effects on the endometrium: '

*  The rates of bleeding and/or spotting at months 1, 2, and 3 were 13%, 16% and 12% in the 1/5 arm
compared to 37%, 25% and 22% in the 1/10 arm. '

2. Breast Cancer

A total of ten cases of breast cancer occurred during the total of four controlled clinical trials involving
femhrt®. Three cases occurred in an unopposed EE arm: one each at 1 ug EE, 2.5 ug EE, and 10 ug EE.
The remaining seven cases occurred in a ferhnt® dosage arm: one at 0.2/1 NA/EE, one at 0.5/2.5, two at
1/5, one at 0.5/10, and two at 1/10. There is no evidence of dose-responsiveness regarding this particular
adverse event, and it is unknown if estrogens (or progestins) increase the risk of breast cancer when taken
long-term as hormone replacement therapy,

3. Thromboembolic events N
A total of 6 of 1006 (0.6%) patients who received NA/EE had a thromboembolic event (deep vein
thrombosis, thrombophlebitis, or stroke) during clinical trials compared 1o 2 of 562 (0.4%) EE patients and
none of 247 placebo patients. The 6 cases involving femhrt® included: 1 case at the 1/20 dose {studied in
a 1 year active controlied trial involving 87 women, 65 of whom received one of 5 doses of femhrt®), 2
cases at the 1/10 dose, 2 cases at the 1/5 dose and 1 case at .5/2.5 dose. While there is no evidence of dose
responsiveness, thromboembolic events are known to occur in causal association to estrogen use and are
more frequent at higher estrogen exposures. This fact supports the selection of a lowest effective dose of
-estrogen unless there is substantially greater benefit with a higher dose to offset this risk.

4. Gallbladder Disease

One patient in the 1/5 NA/EE arm and one patient in the 1/10 NA/EE arm experienced a gallbladder
disorder (both considered serious adverse events). The limited number of gallbladder cases do not allow
determination of dose-responsiveness between the 1/5 and 1/10 treatment arms. The known causal
association of this event with estrogen, however, supports the selection of a lowest effective dose of EE
unless there is a clinical need and benefit that is clearly demonstrated for a higher dose.

5. Overall Adverse Event Profile

The most frequent adverse events reported by femhn® subjects in the long-term study-390 were headache
and rhinitis, viral infection, nausea and vomiting, and breast pain. Of these, nausea and vomiting and
breast pain occurred more frequently in the highest dose 1/10 dose arm. More specifically, nausea and
vomiting occurred in 3%, 4.5%, and 7.7% of the 0.5/2.5, 1/5, and 1/10 treatment arms, respectively, Breast
pain occurred in 3.0%, 0%, and 10.8% at each of the 3 increasing doses of femhrt®, respectively.

Conclusions:
No dose of femhnt® was studied specifically for the indication of treatment off JThc
small subset of patients who had symptoms of] fand who teceived femim® does not

substantiate the efficacy of the drug for this condition. I therefore do not recommend femhrt for approval
for the treatment of f \ ,

Regarding vasomotor symptoms, the{ pf fernhrt® offers no substantial benefit regarding efficacy
could pose greater risk than the 1/5 dose. Therefore, I conclude that the of femhnt® is
unacceptable for approval. The 1/5 dose of fernhrt® is safe and effective for the treatment of vasomotor
symptoms and it also provides adequate long-term endometrial protection. Therefore, I find the 1/5 dose of




femhrt® acceptable for approval. Finally, although the sponsor has withdrawn(
for consideration of approval{ ) )

[

[ 78/ )
Manznne Mann, Deputy Director, DRUDP ;
| - 0|4 /?_‘i
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Pharmacautical 2500 vmay s Roat Prone: (734) £22-7000
Resoarch Aan Noor ML
40108

®) PARKE-DAVIS

October 15, 1999

NDA 21-065

Ref. No. 024

femhrt™ (norethindrone acetate and ethinyl
estradiol) Tablets

Re: Final Draft Labeling

Lisa Rarick, M.D.
Director”
Division of Reproductive and Urologic
Drug Products (HFD-580)
Document Control Room 17B45 .
Office of Drug Evaluation II S T
Center for Drug Evaluation and Research
Food and Drug Administration
5600 Fishers Lane
Rockville, Maryland 20857

Dear Dr. Rarick: - -

" We refer to our files for NDA 21-065 for femhrt 1/5. Enclosed are final draft versions of

the Physician's Package Insert and the Information for Patients sheet.

Should you have any ciucstions regarding this submission, please feel free to contact me
at 734/622-2111 or send a facsimile to 734/622-3283.

Smccrely,

Ross Lobell

Senior Manager

Worldwide Regulatory Affa:.rs
RL:kb
10-15-1999\RN-024\21 065\C1-03 76\Lener
Attachment

Division of Warner Lamben Comparny
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@ PARKE-DAVIS WORLDWIDE REGULATORY AFFAIRS
_ - Sending Fax Number: (734) 622-3283

Pharmaceutical Research’ Dm_sxon

Warner-Lambert Company - ] ST

2800 Plymouth Road ' - If there'is a problem with the transmission
Ann Arbor, chh:gan 48105 : please call:(734) 622- 3767
USA S o

-

PAGE 1 OF 35—

TO: ch, _D~ Dw:'r thw.u "Moore.
FAX#:  30(—~ Ba7- Y267

FROM: (208 (o b/
DATE: 5 15 /99

NoW# 277945

NOTICE: This factimile is inmnded only for the use of the individual or entity to which it is addreses and rmay conoin information that is
privieged. confidential and cxempt Irom disclosure. 1f the reader of this facsimile is not the intended recipient, or an employee or agent -
r:sportsiblc for defivering the facsimile w the intended recipient, you are hereby notfied that any review, disclosure, dissernination, disuribution
or.copying of e communication it sriedy prohibited. If you have reerived thiy communication in crror, please notfy the sender immedistely
at the 1elephone number(s) lisied abon and return the original facsimile o us at the above address by ULS. Mail, the cott of which will br,
reimbursed. Thank you.
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:' C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
's \ '

Food and Drug Administration
NDA 21-065 Rockville MD 20857

Parke-Davis Pharmaceutical Research

Attention: Mary E. Taylor, M.P.H. , :
Director, Worldwide Regulatory Affairs . AUG 31 1893
2800 Plymouth Road _

P.O. Box 1047

Ann Arbor, MI 48105-1047

Dear Ms. Taylor:
Please refer to your pending December 16, 1999 new drug appliéation submitted under section

505(b) of the Federal Food, Drug, and Cosmetic Act for FemHRT (norethindrone acetate and
ethinyl estradiol) } Img/Smeg

We have completed our review of the Chemistry section of your submission and have the
following comments and information requests:

l. Please submit a Letter of Authorization to suppor cross-reference tof - Type ]
DMF. ‘

Please establish and perform acceptance testing for the drug substances norethindrone
acetate and ethinyl estradiol in accordance with the drug substance supplier release
specifications. All-drug substance batches received by the drug product manufacturer,
Duramed, outside of these established specifications should not be accepted for
manufacturing.

N

)

4. Please explain standard operating hroceaures for investigations carried out in the case
~ of out-of-specification results foundinn_____ /assays during drug product
manufacturing including any reprocessing opperanons

5. Friability testing is presemed in the Master Batch Records for the drug product
manufacturer, Duramed, yet is not presented as an m«process contro] in the body of
the NDA. Please add friability testing to the in-process control tests unless its
omission is justified.

iy




6. After ‘-Sdunng drug product manufacturing, in-process
controls should include tests and specifications for__ fcontent.

7. Please clarify as to whether drug product reprocessing operations are being
implemented. If not, please state so.

8. Please provide sampling procedures for the drug products.
9. Please revis; the specifications for the drug product as follows:

For Norethindrone acetate (NA):

Please identify and qualify all unknown impurities peaks that appear at values of
>0.5% for the 1 mg NA tablets. .

For Ethinvl estradiol (EE):

Suggested Revisions are:

Specification Current. . | Suggested Revision | Comment
Assay EE an \ To account for
(Shelf-Life) ﬂ , impurity limits. |
Assay EE ‘| To account for
(Release) , , impurity limits.
EE Deg./Imp.
{ \ I _ Based on
k . . presented data,
! J | Based on
I | presented data.
Total Other ' Based on
Unknown . ) . \ presented data.
Total Imp./Unk. { ' f} Based on

( ) presented data.

10. The Specifications and Test Methods for the Drug Product (Appendix 8; NDA Vol.
1.17) and the Methods Validation Package (Appendix 1- 7; NDA Vol. }.21) are not
properly edited and this creates confusion in review. Please resubmit these sections
of the NDA in triplicate with corrections.

11. The Storage Statement for the drug product in Physician and Patient Package Inserts
should be corrected and should read “Store at 25°C (77°F): Excursions permitted to
5-30°C (59-86°F) [See USP Controlled Room Temperature]”

L

L
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We would appreciate your prompt written response so we can continue our evaluation of your
NDA. ' )

These comments are being provided to you prior to completion of our review of the application
to give you preliminary notice of issues that have been identified. Per the user fee
reauthorization agreements, these comments do not reflect a final decision on the information

+ reviewed and should not be construed to do so. These comments are preliminary and are subject

to change as the review of your application is finalized. In addition, we may identify other
information that must be provided prior to approval of this application. If you choose to respond
to the issues raised in this letter during this review cycle, depending on the timing of your
response, as per the user fee reauthorization agreements, we may or may not be able to consider
your response prior to taking an action on your application during this review cycle.

If you have any questions, contact Dornette Spell-LeSane, Regulatory Project Manager,
at (301) 827-4260.

Sincerely,

Moo-Jhong Rhee, Ph.D.

Chemistry Team Leader, for the '
Division of Reproductive and Urologic Drug

Products, (HFD-580)

DNDC II, Office of New Drug Chemistry

Center for Drug Evaluation and Research

PPEARS THIS WAY
AN ORIGINAL
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NDA 21-102
NDA 21-065

JUL 7 1999

Parke-Davis Pharmaceutical Research
Atnention: Mary E. Taylor, M.P.H.
Director, Worldwide Regulatory Affairs
2800 Plymouth Road - '
P.O. Box 1047 =

Ann Arbor, M1 48105-1047

Dear Ms. Taylor:

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: FemHRT (norethindrone acetate+ethinyl estradiol) Tablets,
( i mg+5meg, |

Review Priority Classification: * Standard (S)

Date of Application: December 16, 1998

Date ‘ofReceipf: . 7 December 17, 1998

Qur-Reference Number: NDA 21-102

Because the clinical expertise for reviewing the indication of postmenopausal osteoporaosis
prevention is not located in the division responsible for your original new drug application,
NDA 21-065, the referenced indication will be reviewed by the Division of Metabolic and
Endocrine Drug Products. We have unbundled yo.r application for our administrative
convenience, and therefore no additional user fee will be charged. Any amendments you make
for this.indication should be submitted to this new application at the address below. .

This applicatioﬁ was filed under section 505(b) of the Act on February 15, 1999, in accordance

with 21 CFR 314.101(a). The primary user fee goal date is October 17, 1999, and the secondary
user fee goal date is December 17, 1999.




NDA 21-102
Page 2

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

al Service/ ier/Overni il:
Food and Drug Administration
Center for Drug Evaluation and Research
Division of Metabolic and Endocrine Drug Products, HFD-510
- Attention: Division Document Room 14B-19
5600 Fishers Lane
Rockville, Maryland 20857

If vou have any questions, contact Randy Hedin, Regulatory Project Manager, at 301-827-6392.

Sincerely yours,

(737 )7 277

Enid Galliers

Chief, Project Management Staff

Division of Metabolic and Endocrine Drug Products
Office of Drug Evaluation II

Ceanter for Drug Evaluation and Research

cc:
Archival NDA 21-102

HFD-310/Div. Files

HFD-580/Div. Files

HFD-510/CPMS

HFD-510/CSO-Hedin -
HFD-510/Reviewers and Team Leaders
Archival NDA 21-0665

iv Fi | APPEARS THIS WAY
HFD-580/ Div. File
HFD-580/CPMS/CSO ON ORIGINAL
DISTRICT OFFICE : ‘

Drafied by:emg/7.7.99

ACKNOWLEDGEMENT (AC)
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: ./C DEPARTMENT OF HEALTH & HUMAN SERVICES Z  Public Health Service

NDA 21-065 Food and Drug Administration
Rockville MD 20857

DEC 28 1938

Parke Davis Pharmaceutical Research
Attention: Mary E. Taylor, M.P.H.
Director, Worldwide Regulatory Affairs
2800 Plymouth Road -~

Ann Arbor, MI 48105

Dear Ms. Taflor:

We have recetved 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: FemHRT (ethinyl estradiol/norethindrone acetate) Tablets

Therapeutic Classification: Standard (S)

Date of Application: December 16, 1998

Date of Receipt: December 17, 1998

Our Reference Number: 21-065

Unless we notify you within 60 days of our receipt date that the application is not sufficiently
complete to permit a substantive review, this application will be filed under section 505(b) of the
Acton February 15, 1999 in accordance with 21 CFR 314.101(a). If the application is filed, the

pnimary user fee goal date will be October 17, 1999 and the secondary user fee goal date will be
December 17, 1999.

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

I, ier/Ov

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 T

h -
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Page 2

If you have any questions, contact Jennifer Mcrcicr, Project Manager, at (301) 827-4260.

T

Lana L. Pauls, M.P.H.
Chief, Project Management Staff
- Division of Reproductive and Urologic-Prug Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research

APPEARS THIS WAY
ON ORIGINAL
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Qctober 15, 1999

NDA 21-065

Ref. No. 024

femhrt™ (norethindrone acetate and ethinyli
estradiol) Tablets

Re:Final Draft Labeling

Lisa Rarick, M.D.

Director

Division of Reproductive and Urologic
Drug Products (HFD-580) .

Document Control Room 17B45 ' o L

Office of Drug Evaluation II : i’

Center for Drug Evaluation and Research

Food and Drug Administration

5600 Fishers Lane

Rockville. Maryland 20857

Dear Dr. Rarick:

We refer 10 our files for NDA 21-065 for femhrt 1/5. Enclosed are final draft versions of
" the Physician's Package Insert and the Information for Patients sheet.

Should vou have any questions regarding this submission, please feel free 10 contact me
al 734/622.2111 or send a facsimile to 734/622-3283.

Sincerely,
TN

.‘- ;.\ (L. L \,,/\. LkL
Ross Lobell
Senior Manager

Worldwide Regulatory Affairs

RL:kb
.I 0-15-1999.RN-02421-065\C1-0376\Lener
Attachment
| APPEARS THIS WAY
ON ORIGINAL

¥




Pharmaceutical

October 14, 1999 "? {/
ORI f.'.:. DN

SIBLE COPY %
BEST P os ~ femhrt™ (norethindrone acetate and ethinyl

- estradiol) Tablets

'ARKE-DAVIS

NDA 21-065

- “Re: Hard Copy of Seplember 15, 1999
E-mail

Lisa Rarick. M.D.

Director )

Division of Reproductive and Urologlc
Drug Products (HFD-580) .

Document Control Room 17B45 , ..

Oftice of Drug Evaluation I1 ‘

Center tor Drug Evaluation and Research

Food and Drug Administration

5600 Fishers Lane ‘ .

Rockville. Maryland 20857 o

Dear Dr. Rarick:

Werefer 1o our files for NDA 21-065, femhrt™ (norethindrone acetate and ethinyl
estradiol) Tablets. and Ms. Spell-LeSane’s request to provide a paper copy of our
September 135, 1999 secure E-mail, This E-mail provided additional information
requested by lhe Agency during our Septcmba“!‘ﬁ‘l‘???ﬁlephone meeting reeardmg
labeling.

A copy of this secure E-mail'is‘attached.””

Should you have any questions regarding this submission, please fee! free to contact me
at 734/622-2111 or send a facsimile 1o 734/622-3283.

Sincerely,
B |

- H sty

. Ross Lobell
e Senior Manager
Worldwide Regulatory Affairs
» - . ,‘ s
RL:kb- . - kL _ .
1w 13-1999 RN-02321-063C1-0376.Lener .
Antachment - :

"




(® PARKE-DAVIS

- Director . ' et e
Division of Reproductive and Urologic R O
Drug Products (HFD-580) - oL
Document Control Room 17B45 -
Office of Drug Evaluation Il o
Center for Drug Evaluation and Research : \

Pharmaceutical R A P T

" DUPLICATE

October 13, 1999

NDA 21-065
Ref. No. 022

femhnt™ (norethindrone acetate and ethiny!
estradiol} Tablets

Re: Resp_onse to FDA Questions

Lisa Rarick. M.D.

Food and Drug Administration
3600 Fishers Lane
Rockville. Maryland 20857

Dear Dr. Ranick:

We refer 1o our files for NDA 21-063, femhn™ (norethindrone acetate and ethiny!
estradiol} Tablets. and to the October 13, 1999 request from Ms. Domette Spell-LeSane
1o provide confirmation that all primary and secondary labeling will inctude lot and
expiration dating. In addition to this request, Ms. Spell-LeSane also requested
clanification of Item 3 in our memo of understanding dated October 8, 1999.

We confirm that all primary and secondary labeling for femhrt will contain both lot and
expiration dating.

With regard to Item 3 of the October 8, 1999 memo of understanding for our
Oclober 6. 1999 telephone meeting to discuss the tradename for this product, Item 3
should read: :

3. Primary packaging — foil blisters and foil pouches — will be launched with the
oniginally submitted tradename — FemHRT - until supplies are exhausted in March of
2000. At this time, these packagmg pieces will also be changed to the new tradename

(femhrt).

APPEARS THIS WAY - -
ON ORIGINAL




Lisa Rarick, M.D.
NDA 21-065
October 13, 1999
Page 2

Should there be any questions regarding this submission, please feel free to contact me at
734/622-2111 or send a facsimile to 734/622-3283.

Sincérely,

7 .
(L AL

Ross Lobell
Senior Manager
Worldwide Regulatory Affairs

RL:kb
10-13-1999 RN-02221-065:C1-0376\Leter

APPEARS THIS WAY
ON ORIGINAL
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; z== - DUPLICATE
& PARKE-DAVIS o
! October 12,1999 OpiG AMENDMENT

r . NDA 21-065
Ref. No. 021

femhnt™ (norethindrone acetate and ethinyl

estradiol) Tablets '

Re:; Response to September 30, 1999
‘Agency Questions

Lisa Ranck, M.D.

Director Prectins

" Division of Reproductive and Urologic : // VRN
" Drug Products (HFD-580) Fs Gy v N
Document Control Room 17B45 O GO
Office of Drug Evaluation Il b =4
Center for Drug Evaluation and Research S .
Food and Drug Administration w e 7
3600 Fishers Lane Woel ,/

Rockville. Maryland 20857
Dear Dr. Rarick:

. We refer 1o our files for NDA 21-065, femhrt™ (norethindrone acetate and ethinyl
L estradiol) Tablets, and to the set of questions provided by Ms. Domette Speil-LeSane, via
secure E-mail on September 30, 1999. '

Auached are our responses 10 each question. Please note that this response was also
provided via secure E-mail to Ms. Spell-LeSane on October 4, 1999.

Should vou have any questions or comments regarding this submission, please feel free 10
contact me at 734/622-2111 orsend 2 facsimile 10 734/622-3283.

Sincerely,

s

g

Ny JL
Ross Lobell
Senior Manager

Worldwide Regulatory Affairs

RL:kb

10-12-1999 RN-02121 065\C1-0376'Lener

Attachment

-
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Prarmaceutical 2800 Pymusar Roas  Brone: (724} 622-7000
Resesrch Ary Armer, My
A830:

(™ PARKE-DAVIS

October 12, 1999

NDA 21-065

Ref. No. 020

femhri™ (norethindrone acetate and ethinyl
estradiol) Tablets :

Re: Draft Labeling with Revised Trademark

Lisa Rarick, M.D.

Director

Division of Reproductive and Urologic
Drug Products (HFD-580)

Document Control Room 17B45

Office of Drug Evaluation Il

Center for Drug Evaluation and Research

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20857

Dear Dr. Rarick:

We refer'to our files for NDA 21-063, femhr™ (norethindrone acetate and ethinyl
estradiol) Tablets, and to our telephone meeting of October 6, 1999, wherein agreement
was reached regarding a revised trademark. The agreed upon trademark consists of all
lower case letters of equal prominence ~ fembhrt.

In addition, during this meeting it was further agreed that Parke-Davis would revise
secondary packaging to incorporate the revised trademark. Draft versions of this labeling
for both professional samples and marketed product are enclosed:

‘Bottle Packages:

femfirt 1/5 bonle label 0144G031
femhrt 1/5 carton label 0144C041

4

- Qasch o Wamet Lamber Company




“

Lisa Rarick, M.D.
NDA 21-065
October 12, 1999
Page 2

Blister Card Secondary Packages:

e 28 count blist;r cird carton for femhrt 1/5 - . 0144C011
[ ]

N

) - ‘

[ ] — -

Biistcr Card Early Experience Samples (28 count):

e femhrt 1/5 carton 0144C051

o fembhrt 1/5 dealer container 0144C061

B . — )

L

Should you have any questions or comments regarding this submission, please feel free to
contact me at 734/622-2111 or send a facsimile to 734/622-3283.

Sincerely,

Claw Wl

Ross Lobell
Senior Manager
Worldwide Regulatory Affairs

RL:kb
10-12-1999\RN-020'21 -0651C1-0376\Lemer

Attachments

APPEARS THIS WAY
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Aesearch P PR O S p \

QOctober 8, 1999

Ref N0018 "\":"_\__-l‘"\ [ KL '-"_P.f'r
NDA 21-065
femhrt™ (norethindrone acetate and ethiny!
estradiol) Tablets

s

Re: Response to FDA Questions (CMC)

Lisa Rarick, M.D.

Director

Division of Reproductive and Urologic
Drug Products (HFD-580)

Document Control Room 17B45

Office of Drug Evaluation I

Center for Drug Evaluation and Research

Food and Drug Administration

3600 Fishers Lane

Rockville, Maryland 20857

Dear Dr. Rarick:

Please refer to our NDA 21-063, femhnt™ (norethindrone acetate and ethinyl estradiol)
tablets and the conversation between Ross Lobell of Parke-Davis and
Domnette Spell-LeSane of your office on October 4, 1999.

We agree 10 revise our dissolution specification for both norethindrone acetate and
ethinyl estradiol to not less than| }Q) of the label claim dissolved ins jninutes.

-

If vou have any questions regarding this submission, please contact me at 734/622-7596
or Len Lescosky at 734/622-7196, or send a facsimile to 734/622-7890.

Sincerely,

( .
L = . .
-‘_..16 c‘.'l\ _K"l..;‘ R R

Sean Brennan, Ph.D.
Vice President, CMC
Worldwide Regulatory Affairs

SB:kb
10-08- 1999\ RN-0 1 812 1-065\C1-0376\Lener




JR— 2 Tth Road  Phone: (7341 £22-7000 ‘\l ~
Y
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Aesgarch Ann Aspor, Mt -\_:'-’,I.
48105 |
ARKE-DAVI - ' .
P S October 8, 1999 \ NEW CCriren
NDA 21-065
Ref, No. 017
FemHRT™ (norethindrone acetate and
ethiny| estradiol) Tablets
Re: October 1997 Lancet Article s
- ) . ff
Lisa Rarick, M.D. | Fre it
Director

Division of Reproductive and Urologic
Drug Products (HFD-580)

Document Control Room 17B-45

Office of Drug Evaluation II

Center for Drug Evaluation and Research

Food and-Drug Administration

5600 Fishers Lane

Rockville, Maryland 20857

Dear Dr. Rarick:

We refer to our files for NDA 21-065 for FemHRT™ (norethindrone acetate and
ethiny| estradiol) Tablets and to our telephone conference of September 17, 1999,

* wherein-we discussed the possible i impact of the October 1997 Lancet article on breast
cancer associated with HRT.

A cop)' of this anicle 1s enclosed.

We hereby request a copy of the Agency’s position regarding the possible impact of the
data presented in this study, and upon the current FDA recommended class labeling
-language regarding the relative risk of breast cancer associated with HRT use.

If you have any questions or comments regarding this submission, please fee! free to
contact me at 734/622-2111 or send a facsimile to 734/622-3283.

P Sj)ncerely,

{A' L(\.V“ /(/‘LL(LL/

/Ross Lobell
Senior Manager
Worldwide Regulatory Affairs

RL:kb- - -

10-08- ' 99NRN-01721-065C1-0376\Lener

]
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Research Arn Arbior, M1 \
SE105
. a \H
PARKE-DAVIS NEW CORRzoF_
¢ October 8, 1999
NDA 21-065
Ref. No. 016 . L

.. FemHRT™ (norethindrone acetate and
ethinyl estradiol) Tablets

Re: Memo of Underslandiﬁg for.
_ October 6, 1999 Telephone Conference

Lisa Rarick, M.D.

Director -

Division of Reproductive and Urologic.
Drug Products (HFD-580)

Document Control Room 17B-45

Office of Drug Evaluation 1]

Center for Drug Evaluation and Research

Food and Drug Administration

5600 Fishers Lane

Rockville. Maryland 20857

q Dear Dr. Rarick:

We refer to our files for NDA 21-065 for femhrt and to our telephone conference held on
October 6. 1999. The following is our understanding of this conference.

Present from FDA: John Jenkins, MD, ODE?2, Office Director; Florence Houn, MD,
Office Director, ODE3, Marriane Mann, MD, Deputy Director, DRUDP;

Norman Drezin, RPHID, Acting Director, DDMAC, Michael Ontwerth, PhD, Chemistry
Reviewer: Moo-Jhong Rhee, PhD, Chemistry Team Leader; Lisa Stockbridge, PhD,
Regulatory Review Officer, DDMAC; Terri Rumble, BSN, Chief Project Management
Siaff, DRUDP; and Domette Spell-LeSane, Consumer Safety Officer, DRUDP.

Present from Parke-Davis: Bill Merino, Regulatory Affairs; Byron Scott, Regulatory
Affairs; Stuart Kolinsky, Regulatory Affairs; Randall Whitcomb, Drug Development;
Fred Hershenson, Drug Development; Ross Lobell, Regulatory Affairs.

The object of the meeting was to discuss and reach agreement regarding labeling
materials for the initial launch of the femhrt product as well as establish timing for the
change-over to the new trade name - femhrt.




Lisa Rarick, M.D

NDA 21.065 APPEARS THIS WAY
L October 8, 1999 ON ORIGINAL
Page 2

Agreements reached:
1. Al] promotional materials, including launch materials will utilize the new trade name
- femhrt. No DTC campaigns are planned at present.
All secondary packaging materials will be changed to the new trade name at launch.
This includes boxes and cartons.
Primary packaging - foil blisters and foil pouches - will be launched with the
originaily submitted trade name - femhrt - until supplies are exhausted in March of
2000. At this time these packagmg pleces will also be changed to the new trade name
{(femhrt). -
4. Parke-Davis-will provxde revised draft labelmg of the secondary packaging 10 FDA
prior to the PDUFA action date of October 17, 1999.
FDA will include agreements 1, 2, and 3 in the action letter for this product.
6. Based on a telephone discussion with Dornette Spell-LeSane on October 7, 1999, we
will also utilize the FDA recommended storage statement for this product on the
~ secondary packaging to be used for product launch.

8]

L ]

Uh

_.If vou have any questions or comments regarding this submission, please feel free 10
contact me at 734/622-2111 or send a facsimile to 734/622-3283.

Sincerely,

Lo MM

Ross Lobell
Senior Manager
Worldwide Regulatory Affairs

RL:kb
10-08-1999\RN-016\21-065\C1-0376\Lener
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% @ PARKE-DAVIS : WNEV CORHSP
QOctober 1, 1999 Sy
Sean Br.e.nlnan, Phn.D. Ref No. 014
Lo . NDA 21-065

“

FemHRT™ (norethindrone acetate and
ethinyl estradiol) Tablets
i Re: Response to FDA Questions (CMC)
Lisa Rarick, M.D. ~
Director
Division of Reproductive and Urologic
Drug Products (HFD-580)
Document Control Room 12B45
Office of Drug Evaluation Il
Center for Drug Evaluation and Research
Food and Drug Administration
3600 Fishers Lane
Rockville, Maryland 20857

Dear Dr. Ranck,

Please refer to our NDA 21-065, FemHRT (norethindrone acetate and ethinyl estradiol)
1ablets and the teleconference today between Dr. Moo-Jhong Rhee, Dr. Michael Ortwerth,
and Ms. Domnette Speil-Lesane of the FDA, and Dr. Sean Brennan, Dr. Phil Simonson,
and Mr. Len-Lescosky of Parke-Davis. At this meeting, the Parke-Davis and FDA reached
the following agreements:

o FDA accepts our commitment to tighten the norethindrone acetate APl assay
specification to the Jinterna) limit of} ,
e As a Phase 4 commitment, within the first year, post approval, we wil} \

(

e An 18-month shelf life is accepted for the product based on analysis of the NDA
‘stability batches manufactured at Duramed. Expiration dating will not be extended
based on these batches until full term data is obtained ory Tbatches of each strength
and package. This data will be submitted to the FDA as a prior approval supplement.

If vou have any qﬁestions regarding this submission, please contact me at 734/622-7596,
send a facsimile 1o 734/622-7890, or contact Len Lescosky at 734/622-7196.

Sincerely,

(. 2 hD" & Y

e L g ’ --f.d-t-ﬂ:. e

Sean Brennan . -

SB:ab - - -
10-10-1999 RN-014 21-065:C10376




‘ Pharmaceutical 2800 Pymoutn Road  Phone: (734) 622-7596

Research Ann Artor, M Facomie: (734) 622-7890 N L -
48105 .
DUPLICAIL

|
(® PARKE-DAVIS o .
September 29, 1999 ORIG AMENGVENT
Ref. No. 013 o
Sean Brennan, Ph.D. NDA 21-065
Vice Presicent FemHRT™ (norethindrone acetate and

Worldwage Regutatory Allairs

ethinyl] estradiol) Tablets

_ Re: Response to FDA Questions (CMC)

Lisa Rarick, M.D...

Director o

Division of Reproductive and Urologic
Drug Products (HFD-580)

Document Control Room 12B45

Office of Drug Evaluation I

Center for Drug Evaluation and Research

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20857

" Dear Dr. Rarick:

Please refer to our NDA 21-065, FemHRT (norethindrone acetate and ethinyl estradiol)
tablets. Responses were submitted on September 17, 1999 to questions from Dr. Moo-
Thong Rhee (DNDC 1I) dated August 27, 1999 on the Chemistry, Manufacturing and
Controls section of our application. On September 27, 1999, a meeting was held between
Dr. Moo-Jhong Rhee, Dr. Michael Ortwerth, and Ms. Diane Moore of the FDA, and Dr.
Sean Brennan, Dr. Phil Simonson, and Mr. Len Lescosky of Parke-Davis to discuss our
responses and additional comments from Dr. Ortwerth.

At this meeting, the following bolded comments and/or requests were made by FDA. Our
responses to these items are provided following each item as necessary.

1. The upper limit content uniformity specification of| Iproposed in our
July 20, 1999 letter was accepted.

2. The assay specification for norethindrone acetate API should be
tightened to match the/ |release limit.

The assay specification will be tightened to{___ For norethindrone
~ acetate APL.

“

Drvrsion of Wamer-Lamoert Company
sl




Lisa Rarick, M.D.
NDA 21-065
September 29, 1999
Page 2

3. The residual alcohol test and specification for tablet release is acceptable.

¢ : — ’j

/

4, Ifthe ‘then the
specifications proposed in our response are acceptable

Our commitment to estabhsh a re]ease limit of ! %o for ethinyl
estradiol (EE) and tighten the compliance hmlt to o assumed that
the expiry period for the product would be[f_.months as stated in the NDA. The
USP monograph for combination NA/EE tablets specifies an assay limit of{

to % for ethiny] estradiol. As discussed below, our analysis of the stability
data from both and Duramed show that the product meets or will meet
assay specifications for ethinyl estradiol through at least 18 months with a lower
assay limit of o when the data is corrected for any overages used in the
manufacture of the tablet. Applying the monograph limit of as used for

our other NA/EE combination tablet products (Loestrin and Estrostep), a longer
expiry period should be considered.

Once we agree on the assessment of the stability data, a lower compliance limit
for assay can be established.

5. Based on FDA’s review of the stability data, a{.._ ‘month expiry period is
recommended.

We have reanalyzed the stability data from _ and Duramed after correcting

the assay results for the overage of EE used in the manufacture of tablets by

subtracting the overage from the assay result. Based on these analyses, an

expiration period of 18 months is appropriate.

For the! _ .]data:

e A lower specification of(:__}was used.

e Linear regression lines and confidence bands were obtained for each
individual lot * package configuration. Data wis not pooled. _

+ (Confidence bands for individual values, which are more conservative
than those based on the mean, were used. A two-sided 90% confidence
band (5% in the upper and lower, respectively) is used.

"




¥

Lisa Rarick, M.D.
NDA 21-065
September 29, 1999

Page 3

In the{ . ) there is no batch where the
lower confidence limit in_tgrseca . specification limit at 18 months. Since this
analysts is based on worst case loss in EE assay (after removal of the overage)
and conservative estimates of uncertainty (confidence bands based on individual
values and no pooling of data) were used, a shelf life of 18 months based on these

data is appropriate. - - .
For'those lots produced at Duramed:

¢ Data for all nine batches Was pooled (slope/intercept homogeneity); six
batches had 9 months and.3.had 12 months storage. .- ... - .

~® Dataare plotted using a{____!one-sided confidence band for mean ethinyl

estradiol assay (corrected for the 2% overage).

In the attached plot labeled “FemHRT Duramed Data (12 Month on 3 Lots)”, the
estimated shelf life, assuming a common slope/intercept model was about 21

. months.

SB:kb 09-29-1999\RN-013\21-06 5\CI-03 76\Letter

6. FDA requested a commitment that the expiry period be extended on the
“basis of real time data on post-approval commercial lots.

Since the NDA stability batches produced at Duramed were by the same process
with the same equipment as that intended for commercial production, the
expiration period may be extended on the data from these batches when the
correction for the overage is applied. Expiration dating would not be extended
until full term data on these batches is obtained on three batches of each strength
and package.

7. All other responses in our September 17, 1999 letter were adequate
If you have additional questions or comments on these responses, we would like

to meet with your staff in person. I look forward to hearing from you. If you have
any questions regarding this submission, please contact me at 734/622-7596 or via

FAX at 734/622-7890, or Len Lescosky at 734/622-7196.

Sincerely,

Sean Brennan, Ph.D.

Attachments




Pharmaceuticyl PRAO0 Frynouth Kaad  Prone. (734) 6227000

Resasrch Ann A, M
48102
f3) PARKE-DAVIS
September 28, 1999
NDA 21-065
FemHRT
7 Re: FAX of Package Labels
Dorsette Spell-LeSane ——

Division of Reproductive and

Urologic Drug Products (HFD-580)
Document Control Room 17B45 -
Center for Drug Evaluation and Research
Food and Drug Administration
Parklawn Building
5600 FishersLane . . ... __ . .. L
-Rockville; Maryland -20857—— . — .. ... ——

Dear Ms. Spell-LeSane:- - — - -

We refer to our files for FemHRT and to NDA numbers 21-065 and 21-102. Per your
request are the package labels for FemHRT 1/5

A hard copy of each of these labels will be provided in a separate letter to be sent Federal
- Express..

Please note that this FAX has been provided to both DMEDP and DRUDP and that a
hard copy of the labels will also be provided to both divisions.

Should you have any questions regarding this FAX please call me at 734/622-2111 or

FAX me at 734/622-3283.

Sincerely,

/|

 RossLobell _

Senior Manager

Worldwide Regulatory Affairs
RL:kb
05-28-1999\21 D65\C1-03 76 \Leticr
Attachments
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Pharmaceutical 2800 Plymouth Road  Phone: (734) 622-7000

Research Ann Aroor, M

= 48105 | WEW CORRESP

(™ PARKE-DAVIS ' September 28,1999 AL
o | SR
- NDA 21-065
| : Ref. No. 012 et
} FemHRT
Re} ’

Lisa Rarick, M.D.~
Director
Division of Reproductive and Urologic
Drug Products (HFD-580)
- Document Control Room 12B45
Office of Drug Evaluation I
Center for Drug Evaluation and Research
Food and Drug Administration .
5600 Fishers Lane
Rockville, Maryland 20857 -

Dear Dr. Rarick:

We refer to our files for FemHRT and to NDAs 21-065 and 21-102.

{ Due to the current/ ] ] F'_\]
! ! e have

decided to discontinue pursuing its registration at this time.

Therefore, we request that the! ‘ Ibe withdrawn from both NDA
21-065 and 21-102 without predjudice. We wish to continue ongoing registration
activities for the FemHRT 1/5) tablet strengths and look forward to the
completion of the Agency’s review of mescjjdose strengths.

. ~trom both NDA 21-065 and 21-102 precludes
the need to update our NDA patent disclosure fqr this product.

Should this} ) become viable again at a later date, we will-submit an SNDA
for FDA’s review.

- Please call either Mr. Ross Lobell at 734/622-2111 or Ms. Mary Taylor at 734/622-5000
or send a facsimile to 734/622-3283 should you have any questions regarding this

submission.
Sincerely’ REVIEYS SGWrLITED
- M: C80 AT Wvi
* : \ M Cuermsr Dnag JMown §
v - Ross Lobell -
Senior Manager . pyos
1 ATE
Worldwide Regulatory Akguosq INTIALS

T~ RL:kb 05-28-1999\RN-012121-065\C1-03 76\ etter
Dansion of Warner-Lampen Cormpany
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Research Ann Arbor, MI

o ORIGINAL

® PARKE-DAVIS September 17, 1999 GRIG A
. ENUMENT
Ref. No. 011 55"
NDA 21-065
FemHRT™ (norethindrone acetate and
ethinyl estradiol) Tablets
- Re: Response to FDA Questions (CMC)
| . |
Lisa Rarick, M.D.
Direct (27N EOR
irector = 0,;‘(,/

¥

C-—-
Drwsion of Warnet-Lamben Company

‘Division of Reproductive and Urologic

- Center for Drug-Evaluation and Research-

7 RFED)
SEP 2 1 1999

Drug Products (HFD-580)
Document Control Room 12B45
Office of Drug Evajuation ]

Food and Drug Administration
5600 Fishers Lane
Rockville, Maryland 20857.. . |

Dear Dr. Rarick:

Reference is made to our pending NDA 21-065 for FemHRT™ (norethindrone acetate
and ethinyl estradiol) Tablets and the letter sent by Moo-Jhong Rhee of your office on
August 27, 1999. Following is a list of the FDA’s questions/comments in italics followed
by our response.

1. Please submit a Letter of Authorization to support cross-rqfefence to\, )
- Type I DMF.

A Letter of Authorization allowing cross-reference to; \Type I DMF is provided
in Attachment 1.

2. Please establish and perform acceptance testing for the drug substances
norethindrone acetate and ethinyl estradiol in accordance with the drug substance
supplier release specifications. All drug substance batches received by the drug
product manufacturer, Duramed, outside of these established specifications should
not be accepted for manufacturing.

Future receivals of drug substance will be tested and released according to the USP
methods and specifications at the Duramed facility.

REVIEWS COMPLETED

= - CSOACTION. &
. Ciemmen [Taan DImemo

‘(:‘ HTIALS DATE
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Lisa Rarick, M.D.
NDA 21-065
September 17, 1999
Page 8

11 The Storage Statement for the drug product in Physician and Patient Package
Inserts should be corrected and should read “Store at 25 °C (77 °F): Excursions
permitted to 15-30°C (59-86 °F) [See USP Controlled Room T emperature]”

Since the package insert has not yet been printed, storage conditions listed on this

. component will be changed to the statement from the stability guidance requested above.

Other packaging components, however, have already been printed with the statement
“Store at controlled room temperature (20-25°C)”. These materials were ordered so we
could manufacture our validation batches, which we expect to use as our first commercial
batches. Typically, new packaging components are available for use four months after

ordering the materials. Revising the storage staternent would significantly delay the
launch of our product.

As discussed at our September 10, 1999 teleconference, we will use the “Store at
controlled room temperature (20-25°C)” statement on the labeling for the first
commercial batches. We commit to order new labels using the recommended statement
for further batches on confirmation from the FDA that the proposed labels are acceptable.

As discussed at the September 10, 1999 teleconference, we will add to the Physician and
Patient Package Inserts a statement that FemHRT is distributed by Parke-Davis.

If you should have any questions regarding this submission, please contact me at
734/622-7196 or Sean Brennan at 734/622-7596, or via FAX at 734/622-7890.

Sincegely,

% |
en Lescosky
Manager, CMC

Worldwide Regulatory Affairs

LL:kb
09-17-1999\RN-01 121 -065\C1-0376\Letter

Attachments
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PARKE-DAVIS i September 3, 1999 QRIG AMENDMENT
NDA 21-065 fte
Ref. No. 010

¥

FemHRT™ (norethindrone acetate and
ethiny] estradiol) Tablets

. * Re: Amendment to NDA - Updated
. ‘ Stability Data

Lisa Rarick. M.D.

Director

Division of Reproductive and Urologic
Drug Products (HFD-580)

Document Control Room 12B45

Office of Drug Evaluation II

Center for Drug Evaluation and Research

Food and Drug Administration

3600 Fishers Lane

Rockville. Maryland 20857

Dear Dr. Rarick:

Reference is made to our pending NDA 2] 065 for FemHRT™ (norethindrone acetate

" and ethinyl estradiol) Tablets.

This NDA Amendment contains updated stability data for nine batches of FemHRT
Tablets manufactured at the Duramed facility in Cincinnati, Ohjo. The tabulated stability
results are attached. Twelve-month data is included for one batch of each strength of
tablets 1.0 mg NA: 5 ug EE). Nine-
month data is also included for two batches of each stren%tﬁ The results from the

Duramed batches are similar to the results from the atches at the same time
points. This dernonstrates that 24-month data from batches manufactured at the
facility supports a;__:month shelf life for product manufactured at the Duramed facility.

If vou have any questions or comments please contact me at 734/622-5781 or Leonard
Lescosky at 734/622-7196 or by FAX at 734/622-78990.

Sincerely,

c bn ” ‘
/ '%J b G T RREWS CommeLETED

Philip G. Simonson, Ph.D.

Director, CMC  » :?_"‘ AR

Worldwide Regulatory Affairs) L LTI [ inan [hins
PS:kb 09-03-1999\RND1021-0651C1-03 76\Lener C _
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.AKE-DAVIS August 31, 1999 ORIG AMENDMENT
£ .
NDA 21-065 /) &
Ref. No. 009
FemHRT

. Re: Request for Additional Information

Solomon Sobel, M.D.

Director

Division of Metabolism and Endocrine
Drug Products (HFD-510)

Center for Drug Evaluation and Research . : s \‘

Office of Drug Evaluation I s - 99

Auention: Document Control Room 14B-19 ' " : / .,
Food and Drug Administration O . S L

53600 Fishers Lane : _ o ‘J -‘-,
Rockville. Maryland 20857 :

Dear Dr. Sobel:

+ v

Reference is made to our files for NDA 21 065 for FemHRT and to our telephone
conversation with Ms, Domette Spell- Lesane'and Dr. Venkateswa Jarugula, wherein a |
request was made to provide the non-mem files for our population pharmacokinetics :

These files are enclosed. As requested, each of the 6 files (3 input files and 3 data files)
have been named separately and are in ASCI] format.

This disk has been scanned for viruses using Network Associates Inc. VirusScan NT
v, 4.0.2. -

Should vou have any quesuons regarding this submission plcase contact me at
734/622-2111 or FAX me at 734/622-3283 . :

Sincerely,

J] o A («k&

Ross Lobell
Sénior Manager ‘ B
Worldwide Regulatory Affairs

it 1

RL:kb = . - s e 1
. Lo 5o ITE
08-31-1999\RN-009\2 | -0651C1-0376\Lener ; SVIZWWE Dok LLTE0

Attachment

Desk Copy: Dr. Ve_:nkateswa Jarugula (HFD-870) '.','.':‘"g - T s
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Pharmaceutical
Research Ann Arbor, Mi
48105
Lisa Rarick, M.D.

Director

Division of Reproductive and Urologic

2800 Plymouth Road  Prone: {734) 6227000

“August 6, 1999

NDA 21-065

‘Ref. No. 008

FemHRT

Re: Electronic Copies

Drug Products (HFD-580 :
Docu%nent Control Room 1)2B45 AUG 09 1999
Office of Drug Evaluation II HFD-580 q#
Center for Drug Evaluation and Research &3
Food and Drug Administration )V
5600 Fishers Lane

Rockville, Maryland 20857

Dear Dr. Rarick:

‘,b We refer to our files for FemHRT, NDA 21-065 and to our August 2, 1999 telephone
i conversation with Ms. Domette Speli-Lesane, wherein she requested that electronic files
of The Integrated Summary Of Safety from the original NDA be provided as electronic

files in WORD 7.0 format or lower.

This file is contained on the enclosed diskette and have been scanned with Network
Associates VirusScan. Specifically this diskette contains NDA Volume 1.50 1SS

pages 1-57. This fileis in Microsoft WORD v. 7.0.

If there are questions regarding this submission please call me at 734\622-2111 or via

FAX at ?34\622-3283.

Ross Lobell
Senior Manager
Worldwide Regulatory Affairs

37/6 K - %‘ﬂhw@u

REVIEWS COMPLETED

0S0 ACTION: . .
EILBZ’-ESZ%(Q.L \E} MEMO

csoiNTAS v

RL:kb
08-06-1999\RN-008\21-065\C1-0376\Leser

Attachment
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£ PARKE-DAVIS fuly 20, 1999 DUPL [—ATE
NDA 21-065 G AENDnE s
Ref. No. 006 '

Sean Brennan, Ph.D. FemHRT™ (norethindrone acetate and
- ethinyl estradiol) Tablets

Re: Amendment to NDA

Lisa Rarick, M.D.

Director

Division of Reproductive and Urologic
Drug Products (HFD-580)

Document Control Room 12B45

Office of Drug Evaluation 11

Center for Drug Evaluation and Research

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20857

Dear Dr. Rarick

Reference is made to our NDA 21-065 for FemHRT™ (norethindrone acetate and ethinyl
estradiol) Tablets. We have discussed the specifications for the Content Uniformity of
the tablets with Dr Michael Ontwerth of vour Division. Based on these discussions we
propose 1o change the Content Uniformity specifications as follows:

Norethindrone acetate: Meets USP requirements for compressed tablets.

Ethinyl esiradiol(EE): Ten units are tested. The requirements are met if the amount of EE -
in each of the 10 dosage units is within the range of 85% to 115% of the label claim and

the relative siandard deviation of the 10 units is less than or equal to 6.0%. 1f one unit is
outside the range of 85% 10 115% of the label claim and no unit is outside the range of
75% 10 140% or if the relative standard deviation is greater than 6.0% or if both

conditions prevail, test 20 additional units. The requirements are met if not more than

one unit of the 30 is outside the range of 85% 10 115% of the label claim and no unit is
outside the range of 75% to 140% of the label claim, and the relative standard deviation

of the 30 dosage units does not exceed 7.8%.

If you have any questions or comments please contact me at 734/622-7596 or by FAX at
734-622-7890.
Sincerely,

_<C’¢? - 5’ w R O S

Sean Brennan

&

SB'dp

UF-201999 RN-006 21-065\C-0376\Lener " -
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June 24, 1999

OR AMENDMENT
' NDA 21-065
BEST P 088' B LE co PY | chl?'IRTTM (norethindrone acetate and

ethinyl estradiol)} Tablets

PARKE-DAVIS

Re: Amendment to NDA - }

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

Document Control Room 12B45 ;
Oftice of Drug Evaluation II (;
Center for Drug Evaluation and Research :
Food and Drug Administration
3600 Fishers Lane
Rockville. Maryland 20857 T

P

Dear Dr. Rarick:

Reference is made to our pending NDA 21-065 for FemHRT™ (norethindrone acetate
ard ethinvl'estradiol) Tablets.

This NDA Amendment comtains updated stability data (24 months) for batches of
FemHRT Tablets manufactured at the| Yacility in( \The
stabihty studies are included in Attachment 1. Statistical analyses for these studies are
included in Attachment 2. No out of specification results were observed. The stability
data supports lhe"—m;momh expiration period requested.

During the 18 months stability sample testing, the run time was extended for the assay
method to quantitate a late) lobserved in the ethiny] estradiol (EE)

Jat a relative retention time of aboutijf present, this unknown was
included 1n the stabiiity tables in the “Total Other Unknown™ column under EE
degradation products at the 18 momh test interval in the original NDA submission. This
peaL seen in thel ~Jused for EE assay, was subsequently identified as
: .Ja degradation product of norethindrone acetate (NA). A memo regarding the
1solation and identification of this degradation product is included in Attachment 3.

>
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Lisa Rarick, M.D.
NDA 21-065
June 24, 1999
Page 2

In this amendment, for appropriate presentation, the 18-month stability data has been
revised to report this peak as a degradation product of NA. The value obtained for

{ in the{_ ~ Jhas been calculated as a percentage of NA.
The caiculated value is included in the “Total Other Unknowns” column in the
degradation products tabulation for NA. When the values in the column "Total Other
Unknowns" include other unknown peaks, the amount of] \is reported in a
footnote. -

‘ )is observed at no more than; {% of NA label claim through 24 months
storage at 25°C/ 60% RH. The amount of this impurity seen in stability samples is low,
When seen and reported as a total other unknown, no specification is necessary for this
impurity.

Should you have questions regarding this submission, please contact me at 734/622-5781
or via FAX at 734/622-7890 or Dr. Sean Brennan at 734/622-7596.

Sincerely,

@)J 4/.:4‘474/%_\

Philip G. Simonson, Ph.D.
Director, CMC
Worldwide Regulatory Affairs

PS\\dp
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‘ ® PARKE-DAVIS | June 7 195 OR'G'NAL

 BESTPOSSIBLE COPY Il

CRIG ArcINUMEN |
NDA 21-065 .
Ref. No. 004

P

‘Re: Amendment to Pending Application

Lisa Rarick. M.D.

Director

Division of Reproductive and Urologic
Drug Products (HFD-580)

Document Control Room 12B45

Center for Drug Evaluation and Research

Food and Drug Administration

3600 Fishers Lane :

Rockville. Maryland 20857

Dear Dr. Rarick:

Reference is made to our pending NDA 21-065 for FemHRT® Tablets (norethindrone
acetate and ethiny! estradiol tablets). Reference is also made 1o the conversation on
May 21, 1999 between Dr. Michael Ortworth of your division and Ms. Robin Pitts of
Parke-Davis. '

P

'l)the manufacturer of child resistant closures for the 90 count bortles of

FemHRT Tablets. has withdrawn the Drug Master File No.__ |The DMF has been
resubmitted by Jas DMF No.| A letter authorizing referral to the

DMF is attached.

Should vou have questioﬁs regarding this submission. please contact me at 734/622-578]1
or via FAX at 734/622-7890 or Dr. Sean Brennan at 734/622-7596.

Sincerely,

7%/ % 117 LU

Philip G. Simonson. Ph.D.
Director. CMC
Worldwide Regulatory Affairs

PS dp
-7 190 RNSYOS 11-063 C10376' Letter REVIEWS CWLETED

Attachment

CSOC KRS DATE




Pharmaceutical 2800 Pymouth Roatd  Phone: (734) 822-7000
Research Ann Arbor, M1 ’
48105

; ® PARKE-DAVIS | - | ORIGIN AL

*

Doagitm T\ Vgrner-Le—ren Jomcany

- Lisa Rarick, M.D.

April 15, 1999 ORIG AMEDMENT
NDA 21-065 5
Ref. No. 003
S ..FemHRT™ (norethindrone acetate and
S . ethinyl estradiol) Tablets - ..

SR o _ Re:. Four-Month Safety Update

Director
Division of Reproductive and Urologic
Drug Products (HFD-580) .
Document Control Room 12B45. .. R S
Office of Drug Evaluation I1 .
Center for Drug Evaluation and Research
Food and Drug Administration
5600 Fishers Lane
Rockville, Maryland 20857

Dear Dr. Rarick:

Pursuant to 21 CFR§314.50(d)(5)(v1), enclosed is the Four-Month Safety Update for the
New Drug Application 21-065 for FemHRT™ (norethindrone acetate and ethinyl
estradiol tablets) submitted on December 17, 1998. The NDA provides evidence for the
use of FemHRT in women with intact uteri for the treatment of moderate to severe
vasomotor symptoms associated with menopause,|

nd prevention of osteoporosis. Included in the NDA were 4 clinical trials
(376-343, -359, -368, and -390). At the time of submission, one FemHRT study
(376-401) was ongoing, and since the submission, one additional FemHRT study was
initiated (376-408).. .

This update contains new safety information that was not included in the NDA, which
includes serious adverse events and withdrawals due to adverse events that have occurred
in Studi:s 376-401 and 376-408.

In accordance with the January 1999 “Guidance for Industry — Providing Regulaiory
Submissions in Electronic Format — NDAs,” we have submitted an electronic archive that

contains the following:
5|3 Keovons

ot




Lisa Rarick, M.D.
NDA 21-065
April 15, 1999
Page 2

s Archive Table of Contents

New patient CRFs with bookmarks, links, and annotations for mthdrawals due to an
adverse event .
e Cover Letter

e FDA Form 356h

A description of the electronic archive of the FemHRT Safety Update Electronic Archive
is attached.

If there are any questions, please feel free to contact me at 734/622- 5000 or Ms. Rabin
Pitts at 734-622-5628 or via FAX at 734/322-3283

Sincerely,

Mary E. Taylor

Director

Worldwide Regulatory Affairs
MT\dp
04-15-1999\RN-003121-065\C1-03 76\Letter

Attachments
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March 30, 1999

NDA 21-065

~Ref. No. 002

- FemHRT™ (norethindronc acetate and
ethiny] estradiol tblets, usP)

Re: Waiv_cr of Paticnt CRFs for 4-Month
Safety Update

Lisa Rarick, MD.
Director
Division of Reproduetive und Urologic
Drug Products (LIFD-580) :
Document Control Room 12B45 BE
Office of Drug Evaluation Il ST POSSI BLE co PY
Center for Drug Evaluation and Research -
Food and Drug Administration -
5600 Fishers Lone
Rockville, Maryland 20857

Dear Dr. Rarick:

Pursuant 10 505(b)(1) of the FDC Act, a new drug application (21-065) for FemHRT™
(norethindrone acetate and cthinyl estradiol tablets, USP) was subminied on

December 16. 1998, The NDA provides evidence for the use of FemHRT in women with
intact uteri for the weatment of moderate (0 severe vasomotor symploms associated with
menopause! “hnd prevention of osteoporesis.

Reference is nlso 1o made 1o a telephone conversation between Ms. Dornette Spell-Lesane
of vour Division and Ms. Robin Pitts of Parke-Davis on March 30, 1999 regarding 2
waiver of case repont forms (CRFs) for paticnts who withdraw due 10 adverse events for
\h¢ 4-Month Safety Update in Protocol 376-401 catitled, "A Randomized, Double-Blind,
Active- and Placebo-Controlled, Parallel Group, Multicenter Study Assessing the Safery
and Protective Effect on the Endometrium of 4 Dosage combinations of Norethindrone
Acetate Plus Ethinyl Esteadiol.” Study 376-401 was initiated in February 1698 and the
study is still blinded. The planned completion date for this study is 4" Quarter 1999.
During that conversation, Ms. Spell-Lesane informed Ms. Pitts that Parke-Davis could
submit a request to waive the requirement 1o submit CRFs.

In accordance with 21 CFR 312.50, we would like to request a waiver of the requirement

to submit casc report forms for cach patient who did not complete Study 376-401 duc to

an adverse event,
&
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Lisa Rarick, M.D.
NDA 21.065
March 30, 1999
Page 2

Since we pian to submit the 4-month Safety update on April 15, 1999, we would
appreciate the Apency's response to this request belore the due date. If there are any
questions, please feel [ree to contact me at 734/622-5000 or Ms, Robin Pins at 734-622-
S$628 or via FAX at '

734/322-3283.

Sincercly,

s
'Mnry E. Taflor, M.IP.H. .
. Director

‘Warldwide Regulatory Allairs

MTdp
U)- 30 LYURN-002°21-06 AC1-03 70\ ener
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Pharmaceutical 2820 Ptymauth Rozd  Phone: (72341 622-7000
Research Ann Arbor, M
£B105

December 16, 1998

NDA 21-065

Ref. No. 001

FemHRT™ (norethindrone acetate and
ethinyl estradiol tablets, USP)

Re: Originél New Drug Application
"User Fee 1.D. No. 3617

Food and Drug Administration

" Central Document Room

12229 Wilkins Avenue
Rockville, Maryland 20852

Dear Sir/Madam:

Pursuant to 505(b)(1) of the FDC Act, enclosed is a new drug application (21-065) for
FemHRT™ (norethindrone acetate and ethinyl estradiol tablets, USP). This NDA
provides evidence for the use of FemHRT in women with intact uteri for the treatment of

moderate to severe vasomotor symptoms associated with menopause(

L _ ) and prevention of osteoporosis.
The NDA number 21-065 was preassigned to this application on October 28, 1998.

FemHRT has been investigated by Parke-Davis under IND| )Please also refer to
our approved NDA 17-876 for Loestrin® and our withdrawn NDA 13-554 Norlestrin®
for information on Nonclinical Pharmacology and Toxicology (NDA Item 5) for the
active drug substances in FemHRT (norethindrone acetate and ethinyl estadiol).

As required under the Prescription Drug User Fee Act II, a check forl {check
number has been sent to the Food and Drug Administration in care of Mellon
Bank, Philadelphia; Pennsylvania on December 8, 1998, The User ID number is 3617.

Parke-Davis has met with the Division of Metabolic and Endocrine Drug Products and
the Division of Reproductive and Urologic Drug Products on numerous occasions during
the development of FemHRT. These meetings, described in detail in Item 3, included an
End-of-Phase 2 meeting in July 1988, 2 meetings to further refine study design and -
 discuss handling of cases of endometrial hyperplasia in Study 376-359, 2 meetings to
discuss the content, format, and fileability of the NDA, and a pre-NDA meeting in
September 1992. At the pre-NDA meeting, Parke-Davis was informed that severity of hot
flash frequency was a required endpoint for the vasomotor indication. Since the_previous

- . —
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Food and Drug Administration
NDA 21-065

December 16, 1998

Page 2

pivotal hot flash study (376-368) had evaluated only the frequency of hot flashes, a new
study (376-390} including severity was initiated in January 1996. At a second pre-NDA
meeting in June 1996 plans for the content and format of the NDA were discussed and an
October 1996 submission date was proposed. '

In July 1996, the/ ‘facility that had been the maﬁufacturing site for FemHRT was

- closed. The manufacturing site for FemHRT was then moved to Duramed in Cincinnati,

Ohio. Ata January 15, 1998 meeting with the FDA, it was agreed that FDA would
accept data from batches manufactured at| \to support the 24-month shelf life.
Parke-Davis also agreed to submit data for 9 batches, 3 of each strength, manufactured at
Duramed. The FDA also requested that one batch of each strength must have 3-months
room temperature and accelerated data at time of NDA submission which was targeted
for December 1998.

Ms. Diane Moore of the Division of Reproductive and Urologic Drug Products (DRUDP)
notified Ms. Robin Pitts of Parke-Davis on January 9, 1997 that the trade name
FemHRT™ was deemed acceptable by the nomenclature committee and DRUDP.

Reference is also made to our letter of July 30, 1998 (IND! | Attachment A). This
letter outlined agreements made at the pre-NDA meeting on June 3, 1996 regarding what
electronic data files would be provided at the time of the NDA submission. On

August 11, 1998, Ms. Diane Moore of DRUDP contacted Ms. Robin Pitts of Parke-Davis
and informed her the electronic files listed in the July 30, 1998 submission were
adequate. On December 1, 1998 Dr. Ortwerth of DRUDP requested an additional review
aid for Item 4 CMC section. In a follow up conversation on December 10, 1998 between
Ms. Diane Moore and Ms. Robin Pitts, it was agreed that this additional review aid would
be submitted by December 28, 1998.

In accordance with the Seﬁtember 1997 “Guidance to Industry-Archiving Submissions in
Electronic Format-NDAs,” we have submitted an electronic archive that contains the
following: '

* - Case Report Forms (CRFs) for all patients who died during a clinical study or
who withdrew from a study due to an adverse event.
* Data Listings or Case Report Tabulations (CR Tabs)

A description of the electronic archive of the FemHRT Electronic,Regulatory Submission
(ERS) is found in Attachment B. - =~
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Food and Drug Administration.
NDA 21-065

December 16, 1998

Page 3

In addition to the User Fee Cover Sheet (Item 18), Patent and Exclusivity information
(Item 13), Debarment Certification (Item 16), and the Field Copy Certification (Item 17) -
are located in Volume 1. Please refer to the attached Form FDA 356h and the NDA

Index which.detail the complete contents of this NDA. At the request of Ms. Diane
Moore, Project Manager, 5 copies.of Volumes 1 and 2 are.provided as desk copies.

Pursuant to 21 CFR 314.440, a complete copy of the Chemistry, Manufacturing and

“Controls section of this NDA has been sent to the FDA District Offices in Newark, New

Jersey, and Cincinnati, QOhio.

Copies of all DME letters refél:encc:q.i..m thxs NDA arelocated in Item 4 as well as
provided immediately following this cover letter (Attachment C).

For any questions regarding this submissioﬁ during the NDA review, please cdntact either
myself at 734/622-5000, or via FAX at 734/622-3283, or Ms. Robin Pitts at

734/622-5628.
Sincerely, |

Mary E. T#ylor, M.P
Director
Worldwide Regulatory Affairs

MET/dp
t\nda\21-065\121698-001

Attachments

NDA Copies

Desk Copies (5) Volumes 1 and 2

“Blue” Archive Vol. 1-153

“Red” Chemistry Vol. I and 3-21

“Orange” Biopharmaceutics Vol. | and 22-48
“Tan” Medical Vol. 1 and 49-109

“Green” Biometrics Vol. 1 and 110-53
“Maroon” Field (Newark) 1-21 _
“Maroon” Field (Cincinnati) 1-21 - : -

i £ —



Teleconference Minutes 0CT 29 1939

Date: October 6, 1999 _ Time: 2:25-3:00 p.m. Location: Parklawn; 17B43
NDA 21-065 - Drug: femhrt (northindrone acetate/ethiny! estradiol)
Indication: Relief of va_somolor-.s“ymp!oms, Prevention of osteoporosis

Type of Meeting: Labe.ling Guidance

Meeting Chair: Florence Houn

External Lead: Ross Lobell

Meeting Recorder: Dornette Spell-LeSane

FDA Attendees

Florence Houn, M.D.. M.P.H., Office Director. ODE IlI {(HFD-103)

John Jenkins, M.D.. Office Director, ODE I (HFD 102)
Marnianne Mann. M.D.. Depurty Director, Division of Reproductive and Urologic Drug Products (HFD- '»80;

~orman Drezin. RPh. J.D.. Acting Director Division of Drug Marketing and Communication.
DDMAC (HFD-42)

Lisa Siockbridge. Ph.D.. Regulatory Review Officer DMAC (HFD-42) -

Moo-Jhong Rhee. Ph.D.. Chemistry Team Leader. Division of New Drug Chemistry 11 (DNDC 1)
@ DRUDP-(HFD-580)

Michael Ormwenth, Ph.D. - Review Chemist, DNDC 1l @ DRUDP (HFD-580)

~ Terri Rumble. BSN, Chief, Project Management Siaff. DRUDP(HFD 580)

Dornente Spell-LeSane. NP-C, Project Manager, DRUDP (HFD-580)

External Attendees:

Ross Lobell. Senior Manager. Worldwide, Regulatory Affairs

Bill Merinc, Senior V.P., Worldwide Regulatory Affairs

Byron Scott, V.P.. FDA Liaison Group Worldwide Regulatory Affairs
Stuant Kolinsky. J.D.. Assistant General Council, Warner Lambert
Randall Whitcomb. M.D., V.P.. Drug Development -

Fred Hershenson, Ph.D., V.P. Drug Development

Meeting Objectives:

To discuss proposals from sponsor regarding the use of the tradename change from “femHRT™ to
“femhrt™.
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NDA 21-065
10/6/99 1eleconference minutes
page 2

Background:

The sponsor was informed via teleconference September 29, 1999, of the decision by FDA that the
proposed tradename femHRT was not approved. During a teleconference October 4, 1999, FDA proposed
the tradename *“femhrt”, The sponsor requested a follow-up teleconference to further discuss proposals
offered by FDA regarding the new tradename and to discuss timelines on the use of the name in the label.

Discussion:

-

Sponsor Comments

the sponsor proposes that all promotional materials have lower case “femhrt” with a launch date in
January

10 maintain consistency it is requested that al] other material, the foil packaging, carton and labeling
maintain the previous tradename and logo “femHRT” for the first 3 months

promotional materials include printed material; no audio ads or TV ads have been planned

it is possible that by using the old tradename “fem-HRT™ for the first 3 months then switching to the
new tradename femhrt (pronounced fern'-ert) that the two logos would be on the shelf at the same time:
time period for overlap cannot be estimated

the change in the printing of the name is similar to the change that occurs when changing the logo
. colors for promotional and labeling materials

changes in logos are common and should not create confusion for patients

name and/or medication errors may be minimized by letters to the Pharmacist and Health Care
Providers informing them of the change from femHRT 1o femhrt

FDA Comments

there is a known risk the sponsor assumes in arranging printed materials prior to their approval

EDA proposes that the sponsor change all promotional material, carton and labeling to reflect the new
tradename “femhrt” .

primary packaging, (foil blisters and foil pouches) may remain with the old tradename
“femHRT" until the next production

there is the potential for increased confusion to the pharmacist and patients if both tradename logos are -
on the shelf at the pharmacy at the same time; FDA hopes to minimize this confusion by having all
outer packaging read “femhrt” : ' '

letters 1o the pharmacist and health care providers could clarify the differences in the tradename found
on the primary and secondary packaging in case patients raise a concerh .




NDA 21-065
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page 3

* marketing staff should be informed as to the correct pronunciation of the name, “fem’-ert”” or the hke,
but not “fem-H-R-T” or “fem-heart™

* allleners of the new logo shouid be in the same font and color, not giving any emphasis to any one pan
of the name Lo :

Decisions Reached:

}. Sponsor agrees to “femhrt” as the new tradename for their product.

2. Sponsor agrees to pronunciation of the new tradename “fem’-ert”.

3. Sponsor agrees to the terms of the use of the name in upcoming promotional materials, carton
packaging and labeling.

Primary packaging (foil biisters and pouches) will use the old tradename “femHRT™ unti] the next
production. '

4.

Action Items:

1. Sponsor will make submission to NDA confirming agreement for change in tradename, and labeling
prior 1o approval. " '
(Agreement submission from sponsor
received October 12, 1999, dated
October 8, 1999.)

- Changes 10 the patient package insert and physician package insert will be reflected in the draft label
submission to the NDA.

(Draft labeling with revised trademark
received

October 13, 199%;dated

October 12, 1999.)

Minutes Preparef: ml-;‘_q/q 7 Meéeting Chanr

v
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MEETING MINUTES
Date; October 4, 1999 Time: 10:30-12:00 p.m. Location: Parklawn; 17B43
NDA: 21-065 ~ Drug: Fem HRT (Norethindrone acetate and ethinyl estradiol)
Indication: HRT (treatﬁ:ént of vasomotor symptoms, and osteoporosis) e

Type of meeting: S_tatus and labeling (internal)

FDA lead: Dr Marianne Mann

- Meeting Recorder: Domette Spell-LeSane

Participants: :

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

Daniel Davis, M.D., Medical Officer, DRUDP (HFD-580)

Joanna Zawadzki, M.D. Medical Officer, Division of Metabolic and Endocrine Drug Products,
DMEDP, (HFD-510) . - .

Moo-Jhong Rhee, Ph.D., Chemistry Team Leader, New Drug Chemistry II, @ DRUDP (HFD-580)

Michael Ortwerth, Ph.D., Chemist, New Drug Chemistry II, @ DRUDP (HFD-580)

Ameeta Parekh, Ph.D., Pharmakokinetics Team Leader,Division of Pharmaceutical Evaluation II
(DPE II) @ DRUDP (HFD-580).

Venkat Jarugula, Ph.D., Pharmacokinetics Reviewer, DRUDP (HFD 580)

Lisa Stockbridge, Ph.D., Regulatory Review Officer, Division of Drug Marketing, Advertising
and Communications (DDMAC (HFD-42) '

Karen Lechter, Ph.D., J.D., Social Science Analyst, DDMAC, (HFD-42)

Molly Fischer, MPH, CRNP, Regulatory Review Officer, DDMAC (HFD-42)

Enid Galliers, Chief Project Management Staff, DMEDP (HFD-510)

Domette Spell-LeSane, NP-C, Regulatory Project Manager, DRUDP (HFD-580)

Meeting Objectives
1. To report on status of reviews and discuss issues related to approvability of NDA
2. Toreview draft [abel

Background: _ ‘
Label received from sponsor September 27, 1999, dated September 10, 1999, and circulated to
reviewers; internal meeting scheduled to include reviewers from DDMAC, and DMEDP.

Discussion

Chemistry :

= Labeling Nomenclature Committee Has found two drugs that are look-a-likes to FemkHrt and did
not approve the proposed name . - .

* stability data did not support the proposed _ Jmonth shelf life, FDA proposed‘-.:wjmonth shelf
life and it was agreed that an 18-moiith shelf life will be acceptable | '

* the sponsor has agreed to tighten specifications . . : L.

* establishment inspections have been completed ’

s
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Biopharm ‘
* briefing with biopharm is scheduled for October 12 1999, f' nal review will follow the briefing

DMEDP
* review is pending
. recommendmg approval of 1/§ dose only

o

-

Label was reviewed
{see atiached comments from Dr. Mann regardmg recommendations for labelmg changes
dated October 6, 1999)

Decisions Reached:

= Osteoporosis indication will be included in the label

* there will be one action letter sign-off with two signature blocks
* DRUDP will draft the approval letter

Action Item:
* labeling comments to be conveyed to sponsor within 2 days
' comments sent to sponsor via fax
October 6, 1999

»  Spansor will be asked to make labeling changes after teleconfercnce October 8, 1999.

* DDMAC will finalize review of patient package insert for review by DRUDP prior to
" teleconference October 8, 1999. consult received October 7, 1999, and
distributed to reviewers

* comment to be conveyed to sponsor:
in vitro dissolution specifications for both NA and EE should be rewsed to at
minutes completed October 6, 1959, via telephone
followed by fax

e,

s/ [ 15/

= Minutes @QParbr Y " UChair Concurrence 10 /Z 4 /‘ﬁ

~

Attachment #1 Labeling comments forPhysncnan Package Insert from DRU'DP for
NDA 21.065
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Date: October 1. 1999 Time: 12:30-12:45 p.m. Location: Parklawn: Rm. 17B-43

NDA: 21-065 Drug: femhrt (Norethindrone acetate and ethinyi estradiol)

Indication: Relief af vasomotor symptoms

Sponsor: Parke-Davis Pharmaceutical

Type of Meeting: Chemistry Guidance

Meeting Chair: Moo-Jhong Rhee, Ph.D.

External Lead: Sean Brennan

Meeting Recorder: Dornette Spell-LeSane. . S

FDA Attendees: _

Moo Jhong Rhee. Ph.D.. Chemistry Team Leader, Division ¢f New Drug Chemisiry 1l
(DNDC )y Division of Reproductive and Urologic Drug Products DRUDP. (HFD-580)

Michael Ortwerth. Ph.D., Chemist. Division of New Drug Chemistry 1l @DRUDP

Dornene Spell-LeSane. Regulatory Project Manager, DRUDP (HFD-580)

External Attendees:

Ross Lobell. Manager, FDA Liaison

Sean Brennan. CMC regulatory affairs

Leonard Lecosky, Chemist

Meeting Objective:

To discuss response to chemistry deficiencies submitted by the Sponsor.

Background:

Sponsor responded to-chemistry deficiencies via submission dated September 29, 1999; FDA
requested a teleconference to discuss responses to chemistry deficiencies and to further request
information. '

Discussion:
FDA finds the following proposals from the sponsor acceptable:

I. Northindrone acetate specification will be set to meet[::)rclease limits.

2. As a Phase 4 commitment; -

G : ' - )




NDA. 21-065
Teleconference minutes 4/5/99
Page 2

(. )
3. The 18-month expiration dating for the drug product is acceptable. full term data on three

batches of each strength and package must be submitted as a prior approval supplement in
order for extension of expiration dating to be considered

Action Items:

.-

*  Sponsor to submit to the NDA the above agreements in writing

Fax copy of submission received Qctober 1
1999; hard copy received Qctober 4, 1999,

"« Meeting minutes 1o be exchanged with sponsor within 30 days

S A R s v

Minut§ Preparer - Concurrence, Chair

cc:
Griginal NDA 21-065

HFD-380/DivFile

HFD-580/Spell-LeSane T
HFD-SSO.’Raricijann/Slaughter/Davis/Jordan/Rhee/Parekh.’Kammerman/Onwenh/Hoberman/

drafied: dsl. 10/14/99

cbncurrence: Ortwerth, 10.28,99, Rhee, 10.28.99,
final:

TELECONFERENCE MINUTES

APPEARS THIS WAY
ON ORIGINAL
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Teleconference Minutes

0CT 13 193

Date: Sepiember 30, 1999 Time: 11:55-12:10 a.m. Location: Parklawn: Rm {713.23

NDA: 21-063 Drug: FemHRT (norethindrone acetate and ethiny | esiradiol)

Indication: Hormone Replacement tlierapy

Spunsor: Parhe-Davis Pharmaceutical

Ty pe of Meeting: Information Requast

Meeting Chair: Dan Davis. M.D.

Faternal Lead: Ross Lobell

Mecting Recorder: Dornene Spell-LeSane’ NP-C

FDA Anendees: -

Dan Davis, MD. Medical Officer, Division of Reproductive and Urologte Drug Producis.
DRLDP. (HFD-380)

Dornene Spell-LeSane, NP-C. Project Manager, DRUDP (HFD-580}

Faternal Antendees: -
Koss Lobell, Sr. Manager, Worldwide Regulatory Affairs

Mecting Objective:
Pooconves clinival review comments,
Buackground:

NDaA currentis under review with a user fee goal date of October 17, 1999, Teleconference was
requesied by FDA 1o convey clinical comments and request information needed 10 complete

HEGA T LAY
Discussion:
: What were the main issues surrounding the delaved submissions for this NDA?

> Havethere been amy applications 1o "other regulatory agencies”, as siated in your summary.
and if s0. when? :

What were the specific reasons for the eleven patients with "Other/Administrative” early
withdrawal in Study 3907

-
-

T




4. Regarding the incidences of Thromboembolic events:

= Exactly where (volume and page #) are more detailed information about the six women
with thromboembolic adverse events? (Table 28, page 41 of 63 of the [SS, refers 10
incorrect references-and the statements are brief).

* s there any additional information for the six women with thromboembolic AE's?
Specificalty regarding:

.

= obesity
* history of thromboembolic events
» CHF

» lower extremity trauma(fx, injury, surgery)
*  prior OC use

*  \ere there any placebo cases of thromboembolic events?
*  Were there any vestrogen only™ cases of thromboembolic events?

2 From the revised physician label submined by the sponsor dated September 10. 1999.
received September 27, 1999:

* p 100f27 figure 2. "mean hotflash frequency”
The small box indicates number of patients randomized 10 be 66, 63, 64. actual
numbers according to review were 67, 67, and 65. Please explain.

.12 "Irregular Bleeding/Spotting”
Piease define cumulative amenorrhea and how the rate 87-72% was determined

-
s T

From the 12-month grapn, please clarify the 40-50% at three months and how this difTers
from the 12-week statement.

Action btems:

= Comments e-mailed to sponsor September 30, 1999.
*  Sponsor to submit responce by COB October 1, 1999,
*  Final minutes to be exchanged with sponsor within 30 days.

Note:

Sponsor's response 1o clinical request for information was received October 4, 1999 via
¢-mail. The Sponsor will follow-up with a hard copy submission to the NDA October 5,
1999. '

/8 s

v

Minutes Preparer _ . Concurrence, Chair
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Date: September 29, 1999 Time: 1:10-1:45 p.m. Location: Parklawn; Rm. 17B-43
NDA: 21-065 ' Drug: Fem HRT (norethindrone acetate and ethiny! estradiol)'

Indication: Hormone Replacement Therapy

.-

Sponsor: Parke-Davis Pharmaceutical

Type of Meeting: Guidance

Meeting Chair: Lisa Rarick, M.D.

External Lead: Ross Lobell

Meeting Recorder: Domette Spell-LeSane, NP-C

FDA Attendees:

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

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

Dan Davis, MD, Medical Officer, DRUDP {HFD-580)

Michael Ortwerth, Ph.D., Chemist, Division of New Drug Chemistry Il @ DRUDP

_Dornettc Spell-LeSane, NP-C, Project Manager, DRUDP (HFD-580)

External Attendees:

Ross Lobell, Manager, FDA Liaison

Mary Taylor, Regulatory Affairs

Sean Brennan, CMC Regulatory Affairs
Randall Whitcomb, M.D., Drug Development

Meeting Objective:
1. To convey recommendations from the Labeling and Nomenclature Committee regarding
proposed drug name,

2. Toconvey initialclinical review comments regarding the hlghest proposed dose.

Background:

The Labeling and Nomenclature Committee (LNC) approved FEM HRT October 1, 1996 during
the IND process. LNC was asked to review again the name for this NDA review cycle. The
.Division was notified by the LNC September 28, 1999, of the unacceptablhty of the name
FemHRT.
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Discussion:
Item#l
FDA Comments

* The following three reasons regarding the unaccepiability of the name FemHRT were
provided to the sponsor:

l. There werc two names the LNC found to be foo close to the name FemHRT; they were

FemStat and[ ]

2. The name might be mlsxnterpretcd to indicate a relationship of the drug to the heart, since
HRT is a common abbreviation for heart.

3. HRT implies “Hormone Replacement Therapy which may give an unfair advantage to
this product, one of many.

* ODE Il raised significant concerns regarding the proposed name and concurs with the LNC.
* The sponsor may proceed with the dispute process to appeal this decision.

* Absence of a tradename will not delay a Division action for this NDA.

Spon'sor:

= there was no intention to pursue a cardiovascular indication in the label

* there was no intention for the name to imply use for the hcért

* this product name in congruent with other Parke-Davis products, such as FemPatch

* the target audience are OB/GYN physicians and disagree that }-[RT ts commonly abbreviated
for the heart among the group of physicians

Item#2
FDA Comments:
On n clinical review of the application, there appears to be; )

lfor the following reasons:

|
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Sponsor:

Action Items:

* Sponsor to submif’ _ Yor the

| |
B
]

{—

* Sponsor should consult with DMEDP regarding the:

* DRUDP 10 schedule a teleconference to convéy clinical request for information.
(Scheduled for September 30, 1999)

N |
S T ey - V1

Minuteslfvp‘arer Concurrence, Chair

—

ce:
Original NDA 21-065 . .

HFD-580/DivFile

HFD-580/Spell-LeSane

HFD- 580fRanck/Mann/SlaughtcrfDawleordanthee/Pa:ekh/Kammennan/Onwenh/l—lobennan/

drafted: dsl, 9/29/99 NDA 21-065
concurrence: Ortwerth, 10.1.99 Rarick,;+ 0.4.99, Mann, 10.4.99, Rumble, 10.4.99

final: Spell-LeSane, 10.11.99

TELECONFERENCE MINUTES
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Date: September 28, 1999  Time: 1:36-1:45 p.m. Location: Parklawn; 18B09%
NDA: 21-065 Drug: I;TemHR'I' {(Norethindrone acetate and ethiny! estradiol)
Indication: _ Hormone Replacement Therapy

Sponsor: - Parke-Davis Phal;lnaceutical

Type of Meeting:  CMC Labeling

- Meeting Chair: Michael Ortwerth, Ph.D.
External Lead: Sean Brennan, Ph.D.
Meeting Recorder: Michael Ontwerth, Ph.D.

FDA Attendees:
Michael Ortwerth, Ph.D., Chemist, Division of New Drug Chemistry 1! @ DRUDP

External Attendees:
Sean Brennan. Ph.D.. CMC Regulatory Affairs

Meeting Objective:
To obiain clarification on the omission ofi from the HOW SUPPLIED
section of labeling.

Background: ,
The sponsor submitted a labeling update, “Update as of September 10, 1999, that
included changes to the HOW SUPPLIED section of patient and physician inserts.

Discussion:

Chemistry:  The HOW SUPPLIED section of the mosi recent labeling updaie no
longer lists the container/closure system for the drug
product. Could you please clarify why this information was omitted from
the most recent labeling update.

Sponsor: The| §s for physician samples only. Typically.

[

these are not included in the labeling and. therefore, were removed.

Decision Reached:

The sponsor’s reply is acceptable. - ' -

-~ . —_




¥

Action ltems: NA

/ST _ 13- 5201979

T Minutés P'rgparer/ Chair Concufrence -

.-

CC: Original

HFD/Div Files

HFD-580/Spell-Lesane

HFD-3580/Rarick/Mann/Price/Slaughter/Rhee/Ortwerth/Jordan/Parekh/
Kammerman/Hoberman/

Concurrence:
Draft: Ortwerth 30-SEP-1999
Final:Colangelo for Rumble, 10.08.99

APPEARS THIS WAY
ON ORIGINAL
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Date: September 27, 1999 Time: 2:30-3:10 p.m.  Location: Parklawn; Rm. 17B-43

NDA: 21-065 Drug: Fem-HRT (northindrone acetate and ethinyl estradiol)

Indication: Hormone Replacement Therapy

Sponsor: Parke-Davis Pharmaceutical

Type of Meeting: Chemistry Guidance

Meeting Chair: Moo-Jhong Rhee, Ph.D.

External Lead: Sean Brennan

Meeting Recorder: Diane Moore

FDA Artendees: :

Moo Jhong Rhee. Ph.D.. Chemistry Team Leader, Division of New Drug Chemistry 11
(DNDC 1) Division of Reproductive and Urologic Drug Products (DRUDP HFD-380)

Michael Ortwerth. Ph.D.. Chemist. Division of New Drug Chemistry I1 @ DRUDP
Diane Moore. Project Manager, DRUDP (HFD-580)

" External-Attendees:

Ross Lobell. Manager. FDA Liaison
James Symons. M.D., Clinical

Sean Brennan. CMC regulatory affairs
Leonard Lescosky, Chemist

Meeting Objective:
To discuss chemistry deficiencies noted in review of this NDA.

Background:

Sponsor responded to chemistry deficiencies via submission dated July 20, 1999. FDA requested
a teleconference to discuss responses to chemistry deficiencies and to request further information.

APPEARS THIS WAY

*

ON ORIGINAL K
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Discussion:
FDA Comments:

I. The revised Uniformity of Dosage Units Specifications was deemed adequate.

2. To assure no loss of potency from acceptance of the drug substance to the start of the drug
product manufacturing, please establish and perform acceptance testing for the drug
substance norethindrone acetate in accordance with the drug substance supplier’s certificate
of analysis specifications.

"

_/—-/.’

4. The land specification for tablet release is acceptable.{ ' }
specification for release of the tablet should be established.

5. To accept the specifications for EE-related impurities for the {FemHRT dose, please
include further adoption of OPTION 1 below to your drug product specifications (i.e.,
inclusion of an EE Assay at Release test specification of " Label Claim).
Another possibility is presented as OPTION 2. If the} js withdrawn
from the NDA then the specifications proposed is acceptable.

Drug Product Test for 0.5/2.5 | Sponsor’s Reviewer’s Proposed | Reviewer’s Proposed ]

dose. Proposed Specifications: Specifications: L
Specifications OPTION 1 OPTION 2 l
{

EE Assav {Release)
EE Related Impurities

[ A

’
1

Other individual Degradation
Products/Impurities i

Total Degradation . L
Products/Impurities

6. Please submit to the NDA a statement that extension of expiration will be based on reai-time
data from the first three post-approval commercial product batches.

~1

The data and analyses provided to the NDA in support of expiration dating o(:}nonthé is
not acceptable. Therefore, an expiry of; onths is granted for the commercial drug
product. -

8. Commercial batches should be used for extension of stability. ’ .




-
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Sponsor Comments:

1. Sponsor is requesting USP specifications be applied for both ethinyl estradio] and
northindrone acetate (acceptance testing is tighter fornorthindrone acetate with the
drug substance supplier than with USP).

Action Items: -
* Sponsor shouid submit a revised post-approval stability commitment. Submit statement that
extension will be based on real-time data from first three post-approval commercial product

batches.

* Sponsor to submit full responses to requests described above within 2 days. -
' (Fax received September 29, 1999)

* +‘Meeting minutes to be exchanged with sponsor within 30 days.

s IS e

Minutes Pj‘eparer Concurrence, Chair
- i . '

ce:
Original NDA 21-065

HFD-380/DivFile

HFD-580/Spell-LeSane
HFD-5SO/Rarick/Mann/Slaughter/Davisf.lordan/Rhee/Parekh/Kammerman/Or‘twerth/Hoberman/

drafted: dsl, 9/30/99 NDA 21,065
concurrence: Rumble,10.4.99/Ortwerth, 10.1.99, Rhee, 10.12.99
final: Spell-LeSane, 10.13.99.

TELECONFERENCE MINUTES
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Date: September 17, 1999 Time: 9:00-10:30 a.m. Location: Parklawn; Rm. 17B-43
NDA: 21-065° Drug: Fem HRT (Norethindrone acetate and ethinyl estradiol)
Indication: Hormone Replacement Therapy

Sponsor: Parke-Davis Pharmaceutical

Type of Meeting: Labeling

‘Meeting Chair: Marianne Mann, M.D.

External Lead: Ross Lobell

Meeting Recorder: Domette Spell-LeSane, NP-C

FDA Attendees: _

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

Dan Davis, MD, Medical Officer, DRUDP (HFD-580)

Lisa Stockbridge, Ph.D., Regulatory Review Officer, Division of New Drug Marketing and
Advertising (DDMAC)

Michael Ortwerth, Ph.D., Chemist, Division of New Drug Chemistry 11 @ DRUDP

Venketeswar Jarugular, Ph.D., Pharmacokinetics Reviewer, DPEIl @ DRUDP (HFD 580)

Joan Zawadzki, Medical Officer, Division of Metabolics and Endorine Drug Products,
(DMEDP; HFD-510)

David Hoberman, Statistician, DB Il @ DRUDP

Domette Spell-LeSane, NP-C, Project Manager, DRUDP (HFD-580)

External Attendees:

Ross Lobell, Manager, FDA Liaison
Mary O’Sullivan, Regulatory Affairs
Mary Taylor, Regulatory Affairs

~ James Symons, Clinical Group

Rochelle Hannley, Clinical Group
Rebecca Boyd, Pharmakokinetics
Elizabeth Attias, Marketing

Andrew Panagy, Marketing

Len Lescosky, Regulatory Chemistry

Meeting Objective:

To continue labeling discussions started September 10, 1999, regarding draft labeling submitted
with comments by the sponsor August 27, 1999.
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Background:

The Division received labeling comments from the Sponsor September 9, 1999. A labehng
meeting was held September 10, 1999. This teleconference was scheduled to continue the

package insert has been
modified to reflect this fact

-

discussions regarding the draﬁ lgbel_ _

Discussion: ~ -
- Labeling changes coqtlnued usmg the outlme below; dlscussmns began with page 17 Ind:cat:ons

and Usage)

CHANGE REASON T FDA responss

It is desired to retain the order | This order of presentation provides continuity OK

of active ingredient presentation | between our other NA/EE containing products.

asNA/EE —____ y - -

N "
( | f)
) 1

L7$':¢:0rding1y, the enclosed —

Page 6: Clinical
Pbarmacology: We have
retained the last sentence at the
end of paragraph 1

The inclusion of this statement informs the reader
that there is no documented evidence of activity
differences between ethinyl estradiol and
endogenous estrogens.

.| be true and will allow in the

f/u from September 10, 1999
meeting: '
DDMAC finds this statement to

Sentence from Geriatrics
section moved to just above
figure 1. _

- label

Page 6: Clinical This provides important background information on | OK
Pharmacology: A paragraph progestins to balance the estrogen information given
regarding progestin compounds

has been added

Page 7: Clinical Due to the nature of this product, the use of the OK
Pharmacology; Last paragraph | word “continuous” is more appropriate since

of the section ) continuous exposure to progestin occurs.
'Fasteen replaced with

“'continuous administration”

Page 7: Pharmacokinetics: We concur with the Agency that this sentence is will review

inappropriate for the Geriatrics section, however, it
does provide important information and so.has been
relocated.

Page 9: Table 1) )

_ informatton not included j

.

i _{The most important

information for chronic use is the Day 87, steady
state information.

-

please re-evaluate table

Page 10: Race:”

M

Il

R

it P i

Studies include 90% Caucasian
women, which is not acceptable
for a race claim.

Page 14: Endometrial
Hyperplasia: 12 and 24 month
data are reflected in the table 3

This is the most useful data to the reader

changes recommended

Page 15: Table 4: Cumnuiative

method of collection of this data for the

8 L3

h-amenorrhea-data-can-not—

data.—EDA requests that—— |

Sponsor may submit additional




|
l
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\

were retained. : be clearly presented in the package insert. available data be shown given 12
» However, we have just completed an interim menth data which is not yet
analysis on bleeding/spotting data from the 376-401 | available.
study (original IND protocol submission date
February 6, 1998; serial 190} which can provide
.} comparative data over 6 months. This information
is not part of the NDA and we would like to discuss
the possibility of including this information in the
package insert, providing there would be no impact
“ on the review clock. See text below for an
: additional description of this data.
Page 17: Information ____ | This provides useful information to put FemHRT Clinical relevance for ratios are
_Regarding Lipid Effects} effects on lipids into perspective. misleading. Please delete all
' : ratio data from the chart
;.
Page 17: Following Table 4: i~} information was collected for DDMAC request information
insert information regarding FemHRT and due to its increasing importance, regarding : i
‘ ' ) should be reflected in the label. i Jound in
- L R CETIE e T the NDA submission. DDMAC
will review and make
recommendations after review of
information.

APPEARS THIS WAY
ON ORIGINAL

F]
*q
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Page 4
_ E Beginning of labéling discussion | &
5 Eontirined from' September: 10.:1999
Page 17: Indications and Agreement was reached during the June 3, 1996 pre
Usage:{ NDA meeting that the available studies for There is not enough data 1o
suppont the indication of] }

Addition of indication for
protection of the endometrium

would; _

indication in the labeling. The Agency’s February
4, 1997 response to Parke-Davis meeting minutes
did not contest this agreement. In addition,
cytology data were collected in the 376-343 study.
A summary of this data is presented below.

FemHRT to be included in the NDA submissjyon

The Indication for endometrial protection is justified
on the basis of studies conducted as described in
“GUIDANCE FOR THE CLINICAL
EVALUATION OF COMBINATION

. ESTROGEN/PROGESTIN-CONTABNING-DRUG

PRODUCTS USED.FOE HORMONE.

APPEARS THIS WAY
OH GRIGINAL

REPLACEMENT THERAPY OF
POSTMENOPAUSAL WOMEN"

_ APPEARS THIS WAY
“ON ORIGINAL

With the new
guidance, indications will need
to be supported by studies. All
current applications are asked to
follow these guidelines. After
the guidance has been made
final, all sponsors will be asked
to comply.

Subset of patients may be
allowed using clinical and
vaginal maturation data, and for
duration of treatment to show
efficacy approx. 3-6 months may
be acceptable, sponsor would
have to propose and this would
be a review issue,

Protection of the endometrium is
not an indication but a safety
benefit and should be described
in the clinical trial section.

Page 20: Endometriat Cancer:
Second paragraph. .Original last
sentence referring to hazards of
synthetic vs. natural estrogens
at equivalent doses was’
retained.

.This information is necessary to. let the reader know
.that synthetic and natural estrogens behave similarly
|.in order to avoid confusion between the two. '

OK

Page 20: Breast Cancer' Last
sentence of last paragraph :
referring to NCI/SEER databasc

This information provides perspective on FemHRT
results relative to an established, well-respected
database commonly used by lndustw, Academ:a

Comparison using NCI data is
urequivocal data. The division

would like th ;data

) fThis section was
“deleted

there a reference for this statement?
*»

retained dnd FDA. removed

Page 23:2. Use in - This information is not necessarily relevant to ~~ OK

Hysterectomized Women: -~ T { hysterectomized-women. Is there a reference which

Delete last sentence of this would justify this sentence here?

section.

Page 23: 6 Use in patients with' Jis Please move information on

q This section was already contraindicated ' i Wisease to the precautions

deleted . section of the label

Page 26: 57 I We know of no literature that would support this. Is | Diabetic patients should be

observed while taking progestin,
Impaired glucose tolerance
should remain in the Precaution
section

*
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Page 30 and 31: How The | “lare intended to be resolved by Chemistry
Supplied: This section was physician samples and will not be sold

updated to remove the ) | commercially. —
i ﬁand to remove " .

he_ ] :

Page 31: Storage Statement: Long lead times for packaging materials have resolved by Chemistry
We plan to change the storage ~ | forced us to-order thiem prior to the receipt of your .

statement on the package insert, '|- comments.. We will revise the storage statement on.
but wish to retain the original the remaining labeling with the first re-order of
wording on the remainder of . | materials.

product labeling until initial | o )
packaging components are * " | - B - '

exhausted.

APPEARS THIS WAy
ON ORIGINAL
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Action Items:

® Sponsor to submit draft labeling incorporating FDA comments for review by September 27,

1999,

(Label submitted September 27, 1999 through secure

E-mail arranged by the sponsor)

 Project Manager to schedule internal meeting to discuss draft labeling.

- (Internal meeting scheduled for October 4, 1999)

*  Project Manager to schedule teleconference for review of draft labeling to be submitted by

the sponsor.

(T-con with sponsor scheduled for October 5, 1999)

* Submission sent by the sponsor dated September 16, 1999 will be shareci with reviewers after

teleconference today.

57\ ( &4

L
)

! Minutes@hparer : Concurrencé Chair

o fyz oo

cc:
Original NDA 21-065
HFD-580/DivFile
HFD-580/Spell-LeSane

HFD- 5SOfRanck/Mann/SlaughterfDaws/Jordan/'Rhee/Pareldx/Kammennan/Ortwerth/Hoberman/

HFD-42/Stockbridge
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Electronic Mail Message

Date: 8/16/99 4:52:37 PM L . .-
From: Taylor, Mary h " ( Mary.Taylor@wl.com )}
To: 'SPELLLESANEDEcder. fda.gov' ' : " {*SPELLLESANED@AL )
Subject: FemHrt Labeling Information

-

<<FemHRTlabelingQ915.doc>> -
Dornette, . : -
Attached are the updated graphs and tables discussed last Friday as well as
the location of ‘the requested information. If you have any questions pPlease
give me' a call. Ross is in DC.

Mary E. Taylor, MPH

Sr. Director

Worldwide Regulatory Affairs .

Parke-Davis Pharmaceutical Research Division = ; -
7134/622-5000 Fax 734/622-3283 . . e e e
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9/15/99
Dornette,

We found the meeting this past Friday to be most useful and are
looking forward to an equally productive meeting this Friday.

Below is the additional mformatlon requested from Parke-Davis
dunng the meeting:

W:th regard to Page 9, Table 1: A revised table to include relevant

Day 1 pharmacokinetic parameters is given below:

TABLE 1. Mean (SD) Single-Dose (Day 1) and Steady-State (Day 87)

Pharmacokinetic Parameters® Following Administration of FemHRT 1/10 Tablets

Cmax  tmax AUC(0-24) CL/F
Norethindrone ng/mL hr ng hr/mL mL/min
Day 1 60(33) 1.8(0.8)  297(165) 588 (416)
(3.7).
Day 87 10.7(36) 18(0.8)  81.8(367) 226(139)
(5)
Ethinyl Estradiol pg/mL  hr ‘pghr/mL  mL/min
Day | 33.5(13.7) 22(1.0)  339(113)  ND°
Day 87 383 (11.9) 1.8(0.7)  471(132)  383(119)
(7.1)

t2
hr
10.3

13.3
hr

ND®
23.9

* Cmax = Maximum plasma concentratlon tmax = time of Cmax; AUC(0-24) =

Area under the plasma concentration-time curve over the dosing interval; and

CL/F = Apparent oral clearance; t' = Elimination half-life; "ND=Not determined
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With regard to Page 15 Cumulative Amenorrhea:

We propose that both the 3 month graph and the 12 month graph be

resented in the package insert. The 3 month data are more accurate

and the 12 month data satisfy your need for long term information.

e We understand your need for consistency in labeling between
products, however, in reviewing the PremPro label 2 graphs are
-presented illustrating amenorrhea for all patients and for those
completing 13 cycles. These data were collected using daily
) diaries. The Activelle labeling contains a graph of percentage of
' ) women bleeding each month out to 12 months. No cumulative
data are presented. These data were also collected from daily
diaries. Although the study duration is only 12 weeks, bleeding
and spotting data in Study 376-390 (hot flash frequency and
severity study) were collected on daily diaries. We can provide
the cumulative graph (as in PremPro) or the Percentage of
Women with Bleeding graph (as in Activelle} in the label. The
CHART data were collected by recall. Providing this data would
be inconsistent with the other product labels.

* Recall data are unreliable and subject to bias. Bleeding and/or

spotting data from the CHART Study were collected asking the
patients to recall at each clinic visit whether they recalled any

occurrence of bleeding and/or spotting since the previous clinic.
In this study the minimum time between visits in the first year of
this 2-year study was 1 month (study randomization to end of 1
month of treatment). Maximally the time interval between visits
was 3 months (end of 3 months of treatment to end of end of 6
months of treatment; 6 months to 9 months of treatment and 9 to
12 months of treatment. The implication of relying on recall of
events has been extensively evaluated in numerbus studies and

2
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in a variety of therapeutic areas. For example, estimates of medical
utilization was examined comparing both diary and health care
provider interview and it was found that prevalence estimates
were higher in the interview and that the interview were prone to.
recall bias (Bruijnzeels, et al 1998). Likewise, a study of rhinitis
.Symptoms indicates recall bias related to recency of symptoms
(Steward, et al 1997) which_was also reflected in discrepancies
between patient recall and medical records on the diagnosis and
clinical assessment of spondyloarthropathy (Boyer, et al 1995).
Finally, a'study of the effect of recall’'on nonfatal injury rates for—
children and adolescents concludes that varying recall periods

can have significant effects on the rate of events (Harel, et al

1994).

The above is not an inclusive summary of the effect of recall bias,
but’is intended to illustrafe the breadth of effect across various
diseases or health outcomes.” The concern with regard to the
FemHRYT label discussion regarding bleeding and/or spotting data
from CHART study is that it may be subject to the same bias and
does not accurately reflect information collected in subsequent
studies using daily reporting of events. This is illustrated in the

- cumulative amenorrhea data from CHART.and 376-390.

» Bleeding and spotting is one of the primary reasons women
discontinue hormone replacement therap Y. -Prescription data
indicate that this occurs within the first 6 months of therapy.
While 12 month data would be useful to the physician, the 12
week data from the 376-390 study would also provide valuable
information to the patient to make decisions regarding therapy

In addition, we propose to replace the enclosed charf with the 12
month amenorrhea data acquired during study 376-401. A NDA

supplement would be submitted post approval at the time the study
. report was available for submission to the Agency.
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Proposed Cumulative Amenorrhea Chart:

Cumulative Amenorrhea from FemHRT™

CHART Study; ITT-LOCF
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With regard to Page 17, Indications and Usage: The location of the

cytology information to support the . :,h\_‘_______j_
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indication are located in RR720-03134 (protocol number 376-343). This
information can be found in NDA volume 72 on NDA page 37(in square) or
report page 1236, Appendix E.17.

With regard to Page 17, Quality of Life: Information regarding quality
of life data collected during the clinical investigation of FemHRT can
be found in RR 720-03946 (protocol 376-390). The report is located in
NDA volume 101 which provides a narrative of the results (report
page 41, NDA volume page 42). Appendix F.4 in NDA volume 107,
beginning on NDA volume page 1 contains the data listings for
quality of life. The reference for the instrument used is: Hilditch, JR.,
et.al. "A Menopause-Specific Quality of Life Questionaire:
Development and Psychometric Properties"”. Maturitas, 1996; 24:161-
175. A copy of this reference will be supplied separately.
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Teleconference Minutes

Date: Septcn';ber 10, 1999 Time: 2:00-3:30p.m. Location: Parklawn; Rm. 17B-43
NDA: 21-065 _ Drug: FemHRT (norethindrone acetate and ethinyl estradiol)
Indication: Honnbne-Replacement Therapy- .

Sponsor: Parke-Davis Pharmaceutical

Type of Meeting: Labeling

Meeting Chair: Marianne Mann, M.D.

External Lead: Ross Lobell

‘Meeting Recorder: Domnette Spell-LeSane, NP-C

FDA Attendees:

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

Dan Davis, MD, Medical Officer, DRUDP (HFD-580)

Lisa Stockbridge, Ph.D., Regulatory Reviewer Officer, Division of New Drug Marketmg and
.Advertising (DDMAC; HFD-42)

Michael Ortwerth, Ph.D., Chemist, Division of New Drug Chemistry Il @DRUDP

Venketeswar Jarugular, Ph.D., Pharmacokinetics Reviewer, Division of Pharmaceutical

Evaluation 11 DPE 11 @ DRUDP (HF-580)

Joan Zawadzki, Medical Officer, Division of Metabolics and Endorine Drug Products
(DMEDP; HFD-510)

David Hoberman, Statistician, Division of Biometrics I @ DRUDP (HFD-580)

Domette Spell-LeSane, NP-C, Project Manager, DRUDP (HFD-580)

External Attendees:

Ross Lobell, Manager, Regulatory Affairs
Mary Okeeth, Statistician

Mary Taylor, Reguiatory affairs

Jim Symons, Clinical group

Rochelle Hannley, Clinical Group
Rebecca Boyd, Pharmakokinetics

Beth Attias, Marketing

Andy Panagy, Marketing

Laskowski, Regulatory Chemistry

Meeting Objective:

1. To discuss labeling changes recommended by FDA

2. To convey, for the record, FDA CMC comments prevxously conveyed to sponsor (via t-con
August 31 and September 9, 1999 between chemistry representative and FDA chemistry

—a ————fewcwer)—m-reﬂpeme-te—lk-leﬂer—se..t August-27-1999.




NDA 21-065
Teleconference minutes
Page 2

Background:

Draft Labeling changes from FDA were communicated to the Sponsor August 27, 1999. The
sponsor accepted an invitation for a teleconference to discuss labeling changes. The Division
received comments from sponsor September 9, 1999 for today’s meeting. This NDA action date

is October 17, 1999,

Discussion: .

Chemistry:
August 31, 1999

IRQ8: Please pravidé sampling procedures for the drug product.

Sponsor Does the sampling procedures refer to the bulk drug product?

Chemistry: Yes, sampling procedures referred to in IR question number 8 do refer to the bulk drug product.

" IRQ9: Please revise the specifications for the drug product as follows:

For Norethindrong acetate (NA): Please identify and qualify all unknown impurity peaks that appear
at values of) ; 'Vor the I mg NA tablets.

Sponsor: The ICH guidelines that the sponsor is aware of do not adhere to the requirements
imposed by this question. What reference can be given to support this question?

Chemistry: The sponsor was informed that this issue would be further researched and clarified at a
i later date.

IRQ10: The Specifications and Test Methods for the Drug Product (Appendix 8; NDA Vol
1.17) and the Methods Validation Package (Appendix 1-7; NDA Vol. 1.21) are not properly
edited and this creates confusion in review. Please resubmit these sections of the NDA in
triplicate with corrections.

Sponsor: What portions of the referenced sections are lacking clarity and what specific corrections
are requested?

Chemistry: The sponsor was informed in more specific detail of the editing errors in these sections of
the NDA application. :

IRQI1I: Ti he Storage Statement for the drug product in Physician and Patient Package Inserts
should be corrected and should read “Store at 25°C (77°F): Excursions permitted to 15-30°C
(59-86F) [See USP Controlled Room Temperature]”

Sponsor: What guidance document supports the request for this specific storage statement.

Chemistry: The sponsor was informed that the answer to this question would be determined and
relayed to the sponsor at a later date,
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Teleconference minutes
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Additional Chemistry Comments:

Concerning the issue of reprinting of labeling to include the requested labeling statement for
storage temperature found in IR question number 11,

The sponsor does not need to make changes at this time to the statement of storage temperature
on the Drug Product Packaging, -

1. Itis requested that the statement be changed in Drug Product Physician and Patient Labeling
at this time, so as to avoid the submission of a future labeling supplement.

2. In addition, it is requested that the sponsor commit to including the requested storage
temperature statement outlined in IR question number 11 in the next printing of Drug Product

Packaging. This is acceptable since the current statement is more stringent than the requested
statement. - . .

The current storage temperature statement on Drug Product Packaging is...

“Store at controlied room temperatureL ____|See USPL”

Note: See attached additional Chemistry t-comments from September 9, 1999

APPEARS THIS WAY
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Labeling Discussions:

*  Labeling changes outlined below were discussed. The sponsor outlined the chan
FDA and their response if agreed and rationale if they did not agree.

ges recommended by

CHANGE

REASON

FDA response

It is desired to retain the~order
of active ingredient presentation
as NA/EE —

This order of presentation provides continuity
between our other NA/EE containing products.

———

OK

| .

Accordingly, the enclosed
package insert has been
modified to refiect this fact

| /

g
)
)

sponsor may; {and

|| seek approvalasa supplement at

a later date

Page 6: Clinical
Pharmacology: We have
retained the last sentence at the
end of paragraph |

The inclusion of this statement informs the reader
that there is no documented evidence of activity
differences between ethinyl estradiol and
endogenous estrogens. '

DDMAC will follow up
{see label meeting 9/17/99)

Sentence from Geriatrics
section moved to just above

figure 1.

inappropriate for the Geriatrics section, however, jt
does provide important information and so has been
relocated. _

Page 6: Clinical This provides important background information en | OK
Pharmacology: A paragraph progestins to balance the estrogen information given
regarding progestin compounds
has been added
Page 7: Clinica) .| Pue to the nature of this product, the use of the OK
Pharmacology: Last paragraph | word “continuous” is more appropriate since
of the section § \.J continuous exposure to progestin eccurs.
(h‘és been replaced with
“continuous administration”
Page 7. Pharmacokinetics: We concur with the Agency that this sentence is will review

——
( ——The most important

information for chronic use is the Day 87, steady
state information.

please re-evaluate tabie

Page 9: Table 1f §
information not include
Page 10: Race:

.

Sufficient numbers of non-Caucasian patients were
entolled to allow detection of large differences in
pharmacokinetics, if present. -

studies include 0% Caucasian
women, which is not acceptable
for a race claim.

Page 14: Endometrial
Hyperplasia: 12 and 24 month
data are reflected in the table 3.

This is the most useful data to the reader

changes recommended

Page 15: Table 4: Cumulative
Amenorthea: The 12 week data
were retained.

Due to the method of collection of this data for the
! »study, 12 month amenorrhea data can not
e clearly presented in the package insert:
However, we have just completed an interim
analysis on bleeding/spotting data from the 396-40}
study (original IND protocol submission date

Sponsor may submit additional
data. FDA requests that -
avaijlable data be shown given 12
month data is not yet available.

ST G, oS serin g0y whth T provide =————
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comparative data over 6 months. This information
is not part of the NDA and we would like to discuss
the possibility of including this information in the
package insert, providing there would be no impact
on the review clock. See text below for an
additional description of this data.

Page 17: Information
Regarding Lipid Effects{

e

i

This provides useful information to put FemHRT
effects on lipids into perspective.

—

clinical relevence for ratios
are misleading. Please
delete all ratio data from
the chart.

Page 17: Following Table 4:
insert information regarding -

1/.—.—_7
1

information was collected for
FemHRT and due to its increasing importance,
should be reflected in the label.

DDMAC request informati
regardin )
ifoundin

] A submission. DDMAC
will review and make
recommendations afier review of
information.

end of labeling meeting to
resume September 17,
1999

|1

- Page 17: Indications and

Usage:

Addition of indication for
protection of the endometrium

Agreement was reached during the June 3, 1996 pre
NDA meeting that the available studies for
FemHRT to be included in the NDA submissi
would! me
indication in the labeling. The Agency’s February
4, 1997 response to Parke-Davis meeting minutes
did not contest this agreement. In addition,
¢ytology data were collected in the 376-343 study.
A summary of this data is presented below.

The Indication for endometrial protection is justified
on the basis of studies conducted as described in
“GUIDANCE FOR THE CLINICAL
EVALUATION OF COMBINATION
ESTROGEN/PROGESTIN-CONTAINING DRUG
PRODUCTS USED FOR HORMONE
REPLACEMENT THERAFY OF
POSTMENOPAUSAL WOMEN”

Page 20: Endometrial Cancer:
Sccond paragraph. Original last
sentence referring to hazards of
synthetic vs. natural estrogens
at equivalent doses was
retained.

This information is necessary to let the reader know
that synthetic and natural estrogens behave similarly
in order to avoid confusion between the two.

Page 20: Breast Cancer: Last
sentence of last paragraph

This information provides perspective on FefhHRT
results relative to an established, well-respected

releming 10 RCLSEER daacase

CTEbase commoniyused by Indusory, Adademia
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Pape 30 and 31: How Thel ~hre intended to be
physiciah samples and will not be sold
commercially.

Supplied: This section.

updated to remove they_ .. : )

(‘;7'J=Ran_dtgmej
3 :

Page 31: Storage Statement:
We plan to change the storage
statemnent on the package insert,
but wish to retain the original
wording on the remainder of
product labeling until initial
packaging components are
exhausted.

Long lead times for packaging materials have
forced us to order them prior to the receipt of your
comments. We will revise the storage statement on
the remaining labeling with the first re-order of

.| materials.
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ADDITIONAL NARRATIVE REGARDING BLEEDING AND SPOTTING DATA FROM
STUDY 376-401

In a double-blind, placebo-controlled, trial of FemHRT daily reports of bleeding or spotting were obtained.
The study also included an unblinded treatment group of continuous combined conjugated equine estrogens
(CEE) and medroxyprogesterone acetate (MPA) marketed as Prempro™. An analysis all patients from this
ongoing study at the 6-month-time for cumulative amenorrhea is summarized in Figure 1. There were
statistically significantly more women amenorrheic who were administered FemHRT 1/5 compared to
Prempro at every time point and at Months 5 and 6 for FemHRT 1/10.

Figure 1: . ' '

" Cumulative Amenorrhea from Early Analysis
for 376-401 Study - 6 Month Time Point -

ITT,LOCF
o] - —_—

69 C ——h -t PBO

50 / ~8—FemHRT 1/5
0 ' —a—FemHRT 1/10
30 -—""—_.V/_-_/'—__._—__.—— —8=PremPro

30
10

Month ] Mopth 2 Month 3 Moenth 4 Monih 5 Month 6

I *=p<.05FemHRT compared 1o Prempro
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Decisions made:

* Sponsorto submltg \data for review by DDMAC
* Sponsor to review FDA comments, and continue workmg on patnent package labeling

Action Items:
* DRUDP to schedule a teleconference to continue labeling discussions
Scheduled for September 17, 1999

Attachment:
Teleconference minutes from September 9, 1999 between Dr. Mlchael Ortwereth, Chemistry
reviewer and Mr. Lescosky of Parke-Davis

=

/S/ '(—\/2‘/3/.

"= Minutes ]{feparer ‘ —C Concurrence, Chair

,-a//a /"’ﬁ

ccC:

Original NDA 21-065

HFD-580/DivFile

HFD-580/Spell-LeSane

HF¥D- 580/Ranck/Mann/SlaughterfDaws/Jordan/Rhee/Parekh/Kammennan/Oﬂwerth/I—Iobennanf
HFD-42/Stockbridge

drafted: dsl, 9/28/99 NDA 21,065
concurrence: Rumble, 9.30.99, Stockbridge, 9.30.99, Ortwerth, 10.01.99, Mann, 10.04.99,

final: Spell-LeSane, 10.11.99 -

TELECONFERENCE MINUTES




Mr. Lescosky then continued our conversation with his request for clarification of questions in
the IR letter dated 27-AUG-99 sent to the sponsor concerning CMC issues.

IRQ2: Please establish and perform acceptance testing for the drug substances
norethindrone acetate and ethinyl estradiol in accordance with the drug
substance supplier release Specifications. All drug substance batches received
by the drug prodi:ct man ufacturer, Duramed, outside of these specifications
should not be accepted for manufacturing,

SI2: Does this question imply a.deﬁciency on the paﬁ of the drug substance supplier?

RR2: The sponsor was informed that I could not discuss deficiencies in relationship to a
drug substance suppliers DMF. The sponsor was informed, however, that the question
was based on the fact that no drug substance acceptance specifications or testing methods
were supplied in the NDA for the drug product manufacturer Duramed.

SR2: - The sponsor replied that Duramed’s drug substance acceptance specifications for
norethindrone acetate and ethinyl estradiol would be submitted in response to IR question
number 2. _

IRQFO: The Specifications and Test Methods JSor the Drug Product (Appendix 8; NDA

Vol 1.17) and the Methods Validation Package (Appendix 1-7; NDA Vol. 1.21)
are not properly edited and this creates confusion in review. Please resubmit
these sections of the NDA in triplicate with corrections.

L

ST10: The sponsor stated that editing errors found in the sections referred to in IR
question number 10 had been corrected and that these sections of the NDA would be
resubmitted 1o application. The sponsor also asked if there were any other errors found
by this reviewer that would need further correction.

. APPEARS THIS WAY
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RR10: The sponsor was informed that to the current knowledge of this reviewer no
further corrections would be necessary at this time. :

.......

The sponsor was also asked for clarification of another detail in concerning their application.

0: Is Parke;pavis' the drug product distributor?

SR: Yes, Parke-Davis is the drug product distributor. Duramed, the drug product
manufacturer, releases the drug product to Parke-Davis who warehouses the drug product
for distribution.

APPEARS THIS WAY
0N ORIGIHAL
of 4 ]
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MEETING MINUTES

Date: September 8, 1999 Time: 9:00-10:00 am. Location: Parklawn; 17B-43
NDA: 21-065 Drug: Fem HRT (Norethindrone acetate and ethinyl estradiol)

Indication: HRT (treatment of vasomotor symptoms and osteoporosis)
Type of meeting: Labeling (internal)

FDA lead: Dr. Marianne Mann

Meeting Recorder: Domnette Spell-LeSane

Participants:

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

Daniel Davis, M.D., Medical Officer, DRUDP (HFD-580) R,

Michael Ortwerth, Ph.D., Chemist, New Drug Chemistry I, @ DRUDP (HFD-580)

Venkat Jarugula, Ph.D., Pharmacokinetics Reviewer, DRUDP (HFD 580)

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

Meeting Objective

To review labe} and discuss comments to be conveyed to sponsor during t-con scheduled for
September 10, 1999.

Background:

FDA comments to sponsors draft labeling were conveyed to the sponsor August 27, 1999,
through secured e-mail system arranged by the sponsor. A teleconference was held August 3],
1999 in which urgent labeling comments were conveyed to the division. Additional comments
were received from sponsor to discuss at internal labeling meeting.

Discussion

Label was reviewed

Sponsor comments:

I. The Spohsor weuld like to keep order of presentation of active drugs in label as
“progestin/estrogen”.

FDA response: Following internal discussion, the Division will allow the current order of
active drug to stand as proposed by the sponsor.

.2.  The Sponsor would like to obtain advice on from the

current review in order to avoid the’ 1being represented in'the label unti] after

current Jare completed.
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n:?—___ A . B .
FDA response: The this drug product is currently under review. Regulations
regquire that if the|. has been reviewed and approved then it must be included in the
label. The sponsormay wish to withdraw the/ -ibgfore the action date and

subsequently submit a supplement for th ‘

3. The sponsor believes that adequate data has been provided that supports race information and
would like for the sentence regarding “Race”: to stand.

FDA ré.fponse: Z?ze division does not agree that the information provided is adequate to
support a sentence regarding race, and therefore would like to maintain proposed thai: The
effect of race on the pharmacokinetics of Fem HRT has not been studied.

4. The sponsor would like to add Fatios to Table 4: “Mean % change from baseline
lipid profile”.

FDA response: The division does not find this compatible with class labeling for HRT
products and therefore is not in favor of] ’ran'os or any lipid ratios that may infer
cardiac benefit.

5. The sponsor would like to add under INDICATIONS AND USAGE section #4. Prevention
" and management of osteoporosis. o

FDA response: This is a review issue for DMEDP, however, this statement is not compatible
with class labeling for HRT products seeking an osteoporosis indication and may be found to
be unacceptable.

6. The sponsor would like to add a statement under the WARNING section, subheading #1.
Endometrial Cancer to read:
“There is no evidence that natural estrogens are more or less hazardous than synthetic
estrogens at equivalent doses”.

FDA response: DDMAC reports that this is a true statement and will allow it in the label
7. The sponsor would like to keep a paragraph under the WARNING section, subheading #2

Breast Cancer section, that |

L _ —

FDA response: The division is not in favor of this comparison.

Action Item: .

* Sponsor to submit in writing full label comments for teleconference September 10, 1999,
Received by secured e-mail evening of
September 9, 1999

= Distribute comments from sponsor to reviewers for teleconference September 10, 1999
Reviewers received labeling comments
September 10, 1999 a.m. prior to meeting

*
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Note: Letter from sponsor withdrawing, Mrom NDA 21-065 received
September 28, 1999,

S/

-

/ ;,
A

Minutgﬁpre;’)arcr i (Chair Concurrenfe '
16/12 [44
Cc: Original
HFD/Div Files

HFD-580/Spell-Lesane
HFD-580/Rarick/Mann/Davis/Slaughter/Rhee/Ortwerth/Jordan/Parekh/ arugula/
Kammerman/Hoberman/

Concurrence: Rumble, 9.30.99, Ortwerth, 10.01.99, Mann, 10.4.99
Draft: September 28, 1999

Final: Spell-LeSane, 10.11.99
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MINUTES of TELECONFERENCE

Date: Augus_t 31, 1999 Time: 11:30 --11:50 AM Location: Parklawn; 17B-43

NDA: 21-065 Drug Name: FemHRT { Jethinyl estradiol (EE)E
norethindrone acetate (NETA))] tablets

‘ Indication: Hormone réplacement therapy (HRT)
External Participant: Parke-Davis

Type of Meeting: Guidance (labeling)

Meeting Chair: Dr. Daniel Davis

Meeting Recorder: Ms. Diane Moore

FDA Attendees:

Dan Davis, M.D., - Medical Officer, Division of Reproductwe and Urologic Drug
Products (DRUDP; HFD-580)

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

External Constituents: )

Mary Taylor - Director, Regulatory Liaison
Ross'Lobel - Senior Manager, Regulatory

Jim Symons, Ph.D. - Director, Clinical Research
Richard Hanley - Senior Director, Clinical Research

Meeting Objectives: To discuss the proposed draft labeling regarding theé indiéations and the efficacy of
the lowest dose.

Background: A meeting is scheduled between the Division and the sponsor on September 10, 1999.

Discussion Points:

» the sponsor’s labeling comments were received on August 27, 1999

¢ amenorrhea data weré taken only during clinic visits and were not recorded ini the early diaries; none
were recorded on a monthly basis; the sponsor feels that the data is not complete enough to be used
as the cumulative amenorrhea chart data; an on-going study is using daily diaries which may have
data that could be useful for this purpose

o the Agency feels that in order for the amenorrhea data in the jabeling to be useful to the practitioner,
it should incorporate information of at least 12-months duration; 12-week data (3 month) is not
adequate for cumulative amenorrhea data in the labeling

¢ the 12-week study was considered by the Division to be pivotal because it contained women who had
a minimum of 50 hot flushes per week

o these comments are preliminary as the review of the patient labeling has not been completed; future
comments are expected and will be communicated .

"

.
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Minutes of Telecon — August 31, 1999 :

Decisions reached: .
¢ Figure 3. entitled ") should be deleted

* inthe DOSAGE AND ADMINISTRATION section, previously the( /)
indication was combined with the vasomotor (VMS) indication; however, no studies were
performed with endpoints adequate for evaluating the; indication (no biopsies or maturation
indexes were submitted); therefore, theg Jindication should not be included in the label
s the proposed endpomt ofy that was included in the osteoporosis trial is not an
adequate endpoint for|
* 12-month data showing cumulative amenorrhea should be shown in the label

Action Items:
¢ Jtem: Respoasible Person  Due Date:
¢ provide copy of Telecon minutes ~ Ms. Moore 7 1 month

B ks, LB )

/Signature, minutés preparer Concurrence, Chair

drafted: dm/September 2, 1999/N21065TC83199.doc.

cc:

NDA Arch:

HFD-580

HFD- 580/LRarlck/MMann/SSIaughter/DDavxs/DSpell-Lesane
HFD-580/DMoore

Concurrence:
TRumble 09.07.99/DDavis

APPEARS THIS WAY
ON ORIGINAL

"
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MEETING MINUTES
Date: August 18, 1999 Time: 9:00-10:00 a.m. Location: Parklawn; 17B43
NDA: 21-065 Drug: Fem HRT (Norethindrone acetate and ethiny! estradiol)‘

Indication: Hormone Replacément Therapy/Osteoporosis

Type of meeting: 8-Month Status (internal)

FDA lead: Dr. Marianne Mann

‘Meeting Recorder: Domette Spell-LeSane

Participants: :

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

Dan Davis, M.D. Medical Officer, DRUDP (HFD-580)

Vernkat Jarugula, Ph.D., Pharmacokinetic Reviewer, Office of Clinical Pharmacology and
Biopharmaceutics (OCPB) DPE 1I; (HFD-870) @ DRUDP (HFD-580)

Moo-Jhong Rhee, Ph.D., Chemistry Team Leader, ONDCII, @ DRUDP (HFD-580)

Davis Hoberman, Ph.D. Pharmakokinetics Reviewer, DPE ]] @ DRUDP (HFD-580)

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

Joanne Zawadzki, M.D., Medical Officer, Division of Metabolic and Endocrine Drug Products,

. (DMEDP, HFD-510)

Meeting Objective

To discuss the status of reviews for NDA 21-065
Discussion

Clinical pharmacology:

* review for four studies have been completed
* population PK data to be reviewed which will have information that will impact the label

Clinical:

DMEDP:
* Indications and Usage text of the label will be reviewed for osteoporosis implications

DRUDF: _
* patient biopsy reports will be a review issue  *

Chemistry:

*
® review is under final review by Team Leader
* information request letter to sponsor is needed to convey deficiencies
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* Action Items:

* Send information request letter to Parke-Davis regarding chemistry deficiencies
(Letter sent August 27,1999)

* DMEDP to consult DDMAC regarding labéling for osteoporosis

* reviews should be completed by Division goal date October 3, 1.999

-

/S/ /S/
~ Minutes Pr_ep'lil)'er L Chair Concurbence

10ftz f44

Cc: Original

HFD/Div Files :

HFD-580/Spell-Lesane

HFD-580/Rarick/Mann/Davis/Slaughter/Rhee/Ortwerth/Jordan/Parekh/
Kammerman/Hoberman/

Draft: 9.30.99

concurrence: Rumble, 9.30.99, Mann, 10.4.99, Zawadzki, 10.4.99
Final: Spell-LeSane, 10.11.99

APPEARS THIS WAY
ON ORIGINAL
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* review is completéd; recommended approval

0CT 121939

MEETING MINUTES
Date: July 26, 1999. Time: 3:00 —4:00p.m. Location: Parklawn; 17B45
NDA: 21-065- Drug: FemHRT (Norethindrone acetate and ethinyl estradiol)

Indication: Hormone Replacement Therapy
Type of meeting: 7 Month Status

FDA lead: Dr. Marianne Mann

.Meeting Recorder: Domnette Spell-LeSane

Participants:

Marianne Mann, M.D., Deputy Director, Division of Reproductive and Urologic Drug Products
(DRUDP HFD-580) o ‘
Dan Davis, M.D. Medical Officer, DRUDP (HFD-580)

.Joanne Zawadzki, M.D. Medical Officer, Division of Metabolic and Endocrine Drug Products

(DMEDP, HFD-510)

Vanketeswar Jarugula, Ph.D., Pharmacokinetic Reviewer, Office of Clinical Pharmacology
and Biopharmaceutics (OCPB) DPE 1I; (HFD-870) @ DRUDP (HFD-580)

Michael Ortwerth, Ph. D., Chemistry Reviewer, ONDC II, @ DRUDP (HFD-580)

Domette Spell-LeSane, NP-C, Regulatory Project Manager, DRUDP (HFD-580)

Meeting Objective
To discuss the status of reviews for NDA 21-085
Background:

This NDA is currently under review by this division with a 10-month goal date of October 17,
1999. NDA 21-102 is concurrently under review by DMEDP for an osteoporosis indication.

Discussion
Clinical pharmacology:
+ three studies have been reviewed, with three additional studies pending review completion

food effect study: food decreases Cmax by 29% and increases AUC of NE by 27%; this may
need to be reflected on the label, although clinical studies were done without regard to food

I

. lfirialvu::. lj

Pharm Tox:
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Clinical:

review is pending

Chemistry:

Duramed requested a’_jmonth expiration date, 18-month expiration may possibly be granted
drug substance supplier will need to update type I DMF to include drug substance storage
data . '
inhomogeneties have been identified in reviewing manufacturing methods

friability testing is not included as an'in-process control ‘
data has been submitted that is supportive to Duramed data and an updated Duramed data
sheet will be submitted in September. This submission may need to be a major amendment
inspections forf ___ Jue August 1, 1999

the following comments were conveyed to the sponsor June 11, 1999 via t-con between

Dr. Ortwerth and the sponsor

Background:
On 21-MAY-1999, Shawn Brennon and Len Lescosky contacted Chemistry 10 request
that their specifications for Content/Uniformity testing of their Drug Product be reviewed
and respond with comments. The sponsor was prompted to request chemistry comments
duetoa concurrent review of their Drug Product in the’ in which the

Vo _has chalienged their Content/Uniformity specifications. On June 11, 1999,

" the sponsor contacted Dr. Ortwerth and commented on his review of their
Content/Uniformity specifications.
Comments to the sponsor
Sponsor should consider:

1. Providing limits for Relative Standard Deviations (RSDs) in all tiers of testing.

2. Reducing the upper limit o Jin the range for first and second tier testing of
Ethinyl Estradiol where the condition of no unit out of range s set.

3. Providing a detailed explanation for their use of specifications that deviate from the
United States Pharmacopoeia(USP).

4, Establishing Release specifications as well as standard marketed Drug Product
specifications. .

The sponsor seemed very willing to address these issues and it was requested that an
Amendment to the NDA that would give further clarity and justifications to the issues be
submitted. :

Biometrics

will review as needed at request of Medical Officer
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510 Clinical for Osteoporosis indication

* DMEDRP is in receipt of volumes requested from the sponsor 7/8/99; review is pending

* DMEDP will be reviewing two studies looking at vasomotor symptoms-and a 2-yr study
where patients received a calcium supplement

Decision Reached: -

= DMEDP (HFD 510) MO and PM will contact sponsor for labeling issues and general request
for information related to the osteoporosis indication

‘s DMEDP aware of User Fee goal date of October 17, 1999 and agrees to aim for both
applications to be acted on simultaneously

Action Items:

* copies of disc that contains draft labeling to be dnstnbuted to
all reviewers by the end of the day : (Completed 7/26/99)

* add labeling as an agenda item for next meeting September 8, 1999
: {(Completed 7/26/99)

S 1) L'/ 7$r—

=T Minutes Prgj:arer L Chair Cobcurre'nce
‘ [0 /IL ( 9%

!

Ce: Original

HFD/Div Files

HFD-580/Spell-Lesane

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

Draft: Spell-LeSane 7.26.99
concurrence: Rumble, 9.30.99, Ortwerth, 10.01.99, Zawadzki, 10.4.99, Mann, 10.7.99

Final: Speil-LeSane, 10.11.99 .

“»

MEETING MINUTES
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MEETING MINUTES
Date: June 9, 1999 Time: 9:00-10:00 a.m. Location: Parklawn; 17B-43
NDA: 21-065 | Drug: Fem HRT (Norethindrone acetate and ethinyl estradio])

Sponsor: Parke-Davis Pharmaceuﬁcal Research.

Indication: HRT (tre‘atmem of vasomotor symptoms,(* - - ---and
osteoporosis)

Type of meeting: 6-month status (internal)

'FDA lead: Dr. Marianne Mann

Meeting Recorder: Domette Spell-LeSane

Participants: -

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

Daniel Davis, M.D., Medical Officer, DRUDP (HFD-580)

Michael Ortwerth, Ph.D., Chemist, New Drug Chemistry I @ DRUDP (HFD-580)

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

Venkat Jarugula, Ph.D., Pharmacokinetics Reviewer, DPE II @ DRUDP (HFD 580)

Dorette Spell-LeSane, NP-C, Regulatory Project Manager, DRUDP (HFD-580)

Meeting Objective
To discuss the status of reviews for NDA 21-065.
Background:

This NDA dated December 16, 1998 received December 17, 1998, has a user fee goal date of

October 17, 1999 and a secondary user fee goal date of December 17, 1999. This NDA is also
seeking an indication for osteoporosis and will be unbundled and reviewed by the Division of

Metabolic and Endocrine Drug Products; (HFD-510).

Discussion
Clinical:

review is pending '

data for osteoporosis indication will be reviewed by DMEDP

Estrostep and Activelle may be used as reference and comparisons for labeling
one DSI site has been complete/VAI
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Clinical pharmacology:
= review is pending
Pharm Tox: [

* review-is-completed; recommended approval

Chemistry:

deficiencies have been identified -  ----

results indicate that there may be an overidge of ethinyl estradiol

one DMF was withdrawn and the DMF holder has been informed of the withdrawal status
DMF for child resistant closures have been requested

12-month stability data from Duramed had been discussed including launch material

follow ug is in progress regarding the drug substance for this product (Parke Davis outsources
f

to] who outsources to sister company!, _fwho stores the drug
substances and transfers the compounds to Duramed to formulate the tablets).

Action Items:

= contact Enid Galliers regarding status of type 6 NDA in DMEDP inquiry sent June 10,
1999 to the DMEDP
June 29, 1999, #21-102
was assigned to the
type 6 NDA

* invite MO from DMEDP to next status meeting Dr. Joan Zawadzki
identified as MO from

DMEDP and invited to
all scheduled status
meetings

* schedule two internal labeling meetings Status meetings
' ' scheduled for July 26,
and August 18, 1999

* schedule two labeling meetings with sponsor Labeling meetings
with sponsor scheduled
for September 8, & 17,
1999.

L

A

/S/ | N Y 3

' Minutes Pr#rér L \"Chair Concurrente !

lvliiqu o
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Teleconference Minutes APR 0 5 1999

Date: April5,1999  Time: 9:00-9:15a.m. Location: Parklawn; Rm. 17B-43

NDA: 21,065, _ _Drug: Fem HRT (Norethindrone acetate and ethinyl estradiol)
Indication: *  Hormone Replacement therapy
Sponsor: Parke-Davis Pharmaceutical

Type of Meeting: Request for Waiver

Meeting Chair: Dan Davis, MD, Medical Officer, Division of Reproductive and Urologic

Drug Products, DRUDP (HFD-580)
External Lead: -Robin Pitts, Manager, FDA Liaison— . . ___

Meeting Recorder: Domette Spell-LeSane, NP-C, chuiatéry Prioject Manager

FDA Attendees:

Dan Davis, M.D. - Medical Officer, Division of Reproductive and Urologic Drug Products,
DRUDP, (UFD-580)

Domette Spell-LeSane, NP-C, Project Manager, DRUDP (HFD-580)

External Attendees:
Robin Pitts, Manager, FDA Liaison

Meeting Objective:

Te respond 1o a request from the sponsor dated March 30, 1999, for a waiver from submitting.
CRF’s for patients who withdrew from a study due to adverse events (ADEs); this waiver would
allow the sponsor to not submit CRF’s as part of the 4-month safety update (SU) for protocol
376-401.

Background: . o

The NDA was submitted December 16, 1998. The protocol in question, “A Randomized Double
Blind Active and Placebo-Controlled, Parallel Group, Multicenter Study Assessing Safety and
Protective Effect on Endometrium of 4 Dosage combinations of Norethindrone Acetate plus
Ethinyl Estradiol”, was initiated in February 1998, is ongoing and remains blinded. The sponsor
had questions regarding the submission of ADEs for the 4-montir5afety review due in April. It
was recommended that the sponsor submit a request for a waiver in writing.

Discussion: :
Dr. Davis reviewed with Ms. Pitts 1) the purpose of the study, 2) the total number of patients in
the study and, 3) the number of patients who had withdrawn due to adverse events. It was
determined that it was necessary to submit the case report forms for those participants.

*
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Teleconference minutes 4/5/99
Page 2

Decisions made:
¢ The waiver wasdenied ... . . . = _.
e CREF’s for the dropouts daeto ADEsmust be-submitted with the Safety Update

Unresolved décisions:
None

Action Items: * - .
* acomplete 4-month Safety Update is due as scheduled

¢ minutes will be exchanged with the sponsor within 30 days

ISI ' .\ D rl
| ] [ST Vue)as
_Minutes H‘l;épai-er - Concurrence, Chair
cc:’
, Original NDA 21-065
HFD-580/DivFile

HFD-580/Spell-LeSane _
HFD-580/Rarick/Mann/Slaughter/Davis/jordan/Rhee/Parekh/Kammerman/Ortwerth

drafted: dsl, 4/7/99, NDA 21,065
concurrence: Rumble, 4.7.99/Davis, 4.7.99 .
final: Speli-LeSane, 4.8.99 _

TELECONFERENCE MINUTES

APPEARS THIS WAY
ON ORIGINAL
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- Meeting Minutes

Date: January 19, 1999 " Time: 1:00 - 2:00 PM Location: Parklawn; 17B-43

NDA 21-065 . Drug: FemHRT Indication: HRT

Sponsor: Parke Dawvis Pharmaceuticals

Type of Meeting: Filing Meeting

R\ ¢ &

Meeting Chair: Lisa Rarick, M.D.- Division Director

Meeting Recorder: Jennifer Mercier, Project Manager

FDA Attendees: D - - R

Lisa Rarick, M.D.- Director, Division of Reproductive and Urologic Drug Products

(DRUDP, HFD-580) ' '

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

Moo-Thong Rhee, Ph.D. — Chemist Team Leader, Division of New Drug Chemistry II (DNDCII)
@ DRUDP (HFD-580) :

Michael Ortwerth, Ph.D. - Chemist, (DNDCII} @ DRUDP (HFD-580)

Lisa Kammerman, Ph.D. — Statistics Teamn Leader, Division of Biometrics II (DBII; HFD-715) @
DRUDP (HFD-580)

Amecta Parekh, Ph.D. - Biopharmaceutics Team Leader, Division of Clinical Pharmacology and
Biopharmaceutics @ DRUDP (HFD-580)

Dan Davis, M.D. — Medical Officer, DRUDP (HFD-580)

Shelley Slaughter, M.D. - Acting Team Leader, DRUDP (HFD-580)

Term Rumble, B.S.N. - Project Manager, DRUDP (HFD-580)

Jennifer Mercier, Project Manager, DRUDP (HFD-580)

Meeting Objective: To discuss the fileability of this application
Discussion;
¢ Pharmacology - LT T -

¢ the application is filsable. _ .

¢ Chinical
¢ the application is fileable; consult HFD-510 for the osteoporosis indication

s Statistical
e the application is fileable

¢ Clinical Pharmacology )
» the application is fileable .




>

Meeting Minutes
Page 2

* Chemistry L . : N " S -
e the application is f lcabl:

Decisions made: this appli.cation is ﬁlcéblc pending the reﬁcxi;':ﬁb.m_l-ﬁ_:_'D-Sflo o

Action Items:

e Consult HFD-510 for the osteoporosis indication and the ﬁlcabxhty of the apphcanon from that
perspective; the medical officer from 510 is Dr. Joanna Zawadzki :

» Request sponsor to submit the statistical results by center

D R S |

O Miné_sfe Preparer _ Concurrence, Chair

Post Meetmg Note:

¢ This NDA is being split administratively into a Typc 6 NDA for the osteoporosis indication. The
consult is no longer valid. HFD-510 will review the osteoporosis indication.

cc:
Onginal NDA

HFD-580/DivFile

HFD-580/PM/Rumble/Pauls/Mercier

HFD- 5SO/RanckaannfDaws/S]aughtcr/Jordan/Rhcc/Ortwcrw Parekh/ Jarugula/Kammerman

drafied:
concurrence:
final;

MEETING MINUTES

APPEARS THIS WAY
ON ORIGINAL
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IND! . ) September 22, 1992
NorethRindrone Acetate & Ethinyl Estradiol

Parke-Davis

—/

Memerandum of Meeting

Industry Representatives:: ... ... ...
Debra Gmerek, Ph.D., Clinical Communications
Irwin Martin, Ph.D.), Regulatory Affairs
Wiltiam Merino, Ph.D., Regulatory Affairs
Jean Rowan, M.D., Clinical Development

James Symons, M.S., Clinical Development
Mary Taylor, Reguiatory Affairs

Julie Wuu, Ph.D., Biometrics

FDA Staff:

Dr. Sobel - Dr. Stadel

Dr. Troendle o Dr. S. Dutta

Dr. Corfman Dr. Dorantes (HFD-426)
Dr. Golden Mr. Marticello (HFD-713)
Dr. Bennett Ms. Olimstead :

Purpose: Pre-NDA meeting.

Discussion and Conclusions:

The firm is planning to submit an NDA in June 1993 with the proposed
indications: treatment of moderate-to-severe vasomotor symptoms associated
with menopause and; An amendment for the

prevention of ostecporosis indication 1s planned for June 1994,

Studies 376-343 and 376-368

The firm intends to submit the hot flush frequency data from studies 376-343
and 376-368 in support of the treatment of vasomotor symptoms indication. The
Agency will not approve a vasomotor symptom indication unless the firm
provides data to support the reduction in both intensity and frequency of hot
flushes. The firm should review the data in studies 376-343 and 376-368 for
variables that would support the reduction in severity/intensity of the hot
flashes. The Agency also requested that the firm define moderate-to-severe
hot flashes when presenting their analysis. :

The firm was requested to review the data regarding a possible relationship
between the dose and body weight since the amount of endogenous estrogen
produced may determine the exogenous amount needed. The firm will also
provide information on the weight criterion for entry.

The NDA will be submitted with 2 dosages proposed for the treatment of
vasomotor symptoms,|




"

7 00 | ©@

Study 376-359

Studies 376-368 and 376-359 will be submitted to support the proposed
indications for prevention of osteoporosis andL'

The Agency indicated that proliferative endometrium is not an acceptable
primary endpoint Hyperplasia is the only acceptable surrogate for endometrial
cancer. The classification/criteria for reading biopsies should reflect those
found in Blaustein’s Pathology of the Female Genital Tract, 1987, Chapter 11.

The Agency indicated that presenting a descriptive analysis for lipids and
vaginal bleeding is acceptable but for the bone mineral density data it is not
adequate.

The early termination of a treatment group will cause the firm to take a
statistical penalty for one-year endometrial analysis. :

If the firm intends to submit the NDA prior to the completion of study 376-
359, the blinding-codes must be submitted by the 45-day meeting. The Division
will 70t file the application without the codes. Alternatively, the firm was
adyised it wouldte preferable to defer NDA submission until all studies are
complete.

The firm intends to submit a 4-month safety update'fol1owing the NDA

7/

Sharon 0OImstead, tSO

ATTACHMENTS
QOverheads

APPEARS THIS WAY
ON ORIGINAL
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CONSULTATION RESPONSE
Office of Post-Marketing Drug Risk Assessment
(OPDRA; HFD-400)

DATE SENT: October 12, 1999 DUE DATE: N/A | OPDRA CONSULT #: 99-055
TO (Divisions): -

Lisa Rarick, MD

Director, Division of Reproductive and Urologic Drug Products

HFD-580

Solomon Sobel, MD
" Director, Division of Metabolic and Endocrine Drug Products
HFD-510

PRODUCT NAME: femhrt ‘MANUFACTURER: Parke-Davis

NDA #: 21-065

CASE REPORT NUMBER(S): Not applicable.

SUMMARY: ‘

In response to consults from the Division of Reproductive and Urologic Drug Products and Division of
Metabolism and Endocrine Drug Products, OPDRA conducted a review of the proposed proprietary
name femhrt to determine the acceptability based on potential for confusion with approved proprietary

and generic names as well as pending names.

OPDRA RECOMMENDATION:

Since the Divisions permitted the firm to utilize the proprietary name “femhrt”, OPDRA recommends
the use of the phonetic spelling in conjunction with the proprietary name to eliminate the potential risk
of cardiac promotional claims.

"s /S/ _ \‘“J\'ahe; [ LS/W¢

[

Jerry Phillips

P Honig, MD
Associate Director for Medication Error Prevention ty Director  ° -
Office of Post-Marketing Drug Risk Assessment ice of Post-Marketing Drug Risk Assessment
hone: (301) 827-3246 = Center for Drug Evaluation and Research
y Fax: (301) 827-5189 - Food and Drug Administration

-




OfTice of Post-Marketing Drug Risk Assessment
HFD-400; Rm 15B03
Center for Drug Evaluation and Research

MEDICATION ERROR REVIEW

DATE OF REVIEW: October 6, 1999

NDA# 2:'1 -065

NAME OF DRUG: femhrt (Norethindrone Acetate and Ethinyl Estradiol Tablets, USP)
NDA HOLDER: . Parke-Davis

L INTRODUCTION:

On October 4, 1999, the Division of Metabolic and Endocrme Drug Products (HFD-510) requested
OPDRA evaluate the proposed proprietary name *“femhrt” for NDA 21-065 manufactured by
Parke-Davis.

Originally the tradename was proposed as FemHRT. The Division reported the LNC committee
reviewed this proprietary name on October 1, 1996 during the IND phase and the committee rendered
the following decision:

“The Committee found no look-alike/sound-alike conflicts or any misleading and fanciful
aspects with the proposed proprietary name. The Committee does wonder how this name is 1o be
. pronounced. The LNC has no reason to find the proposed name unacceptabie.”

The Division sent a consult for reassessment of the tradename on September 27. 1999 as an NDA and
stated the sponsor has on numercus occasions pronounced the tradename as “FemHeart”. The LNC
Committee rereviewed the name and rendered the following decision:

“The Commitiee felt the name is too close to Femstat (OTC product) anc[:]
Additionally, the DDMAC representative is uncomfortable with the name implying a therapeutic
indication (hormone replacement therapy). They also have misgivings about the inexact '
pronunciation and the pOSSlblllly of “heart” being co-promoted. The LNC finds the name
unacceptable.”

On September 29, 1999, the Division informed the firm that the proposed name was unacceptable. On
September 30, 1999 the firm contacted the Director, Office of Review Management and expressed their
objections 1o the decision on the proposed name.

On October 3. 1999, the Division of Reproductive and Urologic Drug Products and the Division of
Metabolism and Endocrine Drug Products met to discuss the appropriate name for this combination
product. The Divisions decided to allow Parke-Davis to utilize “femhm” as the proprietary name
thinking it would likely be pronounced “fem-hert” rather than “fem-heart”. The firm objected because
they had already preprinted the foil lining of the tablets with “FemHRT” and stated it would be very
costly and pose a 6 month delay in getting their product to the market and therefore was unfairly
burdensome. Parke-Davis suggested that they be permitted to initially market their product as
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“FemHRT" but they would commit to changing all packaging with the FDA’s suggestion of “femhrt™ as
soon as possible or within 6 months. The Divisions did not agree with this proposal because they
remained concerned that the product name would be fairly well established in the first 6 months of
marketing as “FemHRT”. The Divisions requested the firm change the name to “femhrt” immediately
for al! packaging and promotional materials but clarified that we could accept the inner {oil reading
“femHRT™ until the new foil could be printed.

SAFETY AND RISK ASSESSMENT: -

1. Aninternal study was conducted within OPDRA to evaluate the proposed proprietary name and
determine how the proposed name would be pronounced. This analysis was conducted to determine
if the new presentation of the name would stil] have the connotation of “heart™ associated with it.

Methodology:

* A study was conducted for the proposed name “femhn” involving 14 health care practitioners within
OPDRA. The participants were comprised of pharmacists, physicians and nurses. Participants were
contacted via phone and e-mail. The first group contacted, via telephone, were informed OPDRA
had an established name they were evaluating and wanted their interpretation of the name
pronunciation. The name was then spelled “femhnt”, at that point every participant questioned the
spelling of the proposed name. OPDRA stated the spelling was correct and they in tum provided
their verbal interpretation of the pronunciation of the proposed name. The second group of
participants were e-mailed and informed that OPDRA had a proprietary name “femhri” that they
were evaluating and needed their interpretation of the name pronunciation. Each individual was
instructed 1o telephone OPDRA with their response.

Resulis:

Thirteen out of fourteen individuals responded to the survey. 1% responded with the name
pronunciation that the Division most likely expected, “femhert”. 54% responded with the
pronunciation of “femheart”. 23% responded with “femert™, 1 % responded with “Femhar" and
1% responded with [Fem “h”™ «p™ “t»], -

25+

- . -
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Femheart Femhert Fembhar Fam "h" "¢ “¢~

Anajvsis:

54% of the participants pronounced the drug name “femheart”. Most participants stated the speliing
of the drug name made no sense to them and did not appear to be grammatically eorrect and needed
to confirm the spelling prior to providing their responses. The responses did not contain any names
that had the potentia}-to be confused with any approved or pending drug products. The decrease in
the prominence of “hrt” appears to not have made a significant difference in the pronunciation of the
name. Most health care practitioners will probably pronounce “femhrt” as “femheart™. These
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1.

findings substantiate the Division's original concerns when the name was originally proposed as
“FemHRT™.

A search of the American Drug Index (43rd Edition), Physicians’ Desk Reference [53 Edition; 1999}
and Drug Facts and Comparisons (Updated Monthly) for potential sound-alike or look-alike names
to approved drugs was completed. The findings were discussed in a focal group within OPDRA.

In OPDRA’s opinion, land Femstat, could possibly pose a problem with confusion when
written. OPDRA believes a written analysis would be needed to assess the degree to which these
propnetary names might be confused. (i.e., overlapping strengths, etc.). Written analysis studies
require more review time and due to time constrains wnh this review, a written analysis was not
performed.

A search of the Agency’s internal databases, Establishment Evaluation System (EES), Drug Product

.Reference File (DPR), and the Labeling and Nomenclature Committee database (LNC) for potential

sound-alike or Jook-alike names to unapproved/approved drugs did not reveal any potential problems
with sound-alike/look-alike issues.

RECOMMENDATIONS:

1.

From a safety perspective, OPDRA believes the use of the proposed proprietary name “‘femhrt”
poses no significant safety risk.

Aﬁer review of the results of the study, OPDRA concludes “femhrt” will most likely be
pronounced as “femheart”. From a promotional perspective, OPDRA believes this is
unacceptable. The firm may possibly promote cardiac claims given “heart” is associated with

- the pronunciation of the name. In addition, the name may also be considered misleading in that
it implies some effect on the *heart™.

We recognize the Division’s decision to accept the name “femhrt”. If this name is utilized,
OPDRA recommends the firm be requested to introduce the phoneétic spelling of the -
pronunciation of “femhrt” on promotional, carton and insert labeling (i.e. femert). This might
diminish the likelihood of mispronunciation of the name as “femheart” and hopefully heip
elimir.ate the concerns surrounding the cardiac promotional claims.
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If you have any questions concerning this review please contact Carol Holquist at 301-827-3244.

(ST )

Carol Holquist, RPh [
Safety Evaluator
Office of Post-Marketing Drug Risk Assessment

Concur:

/ S/ j 1)1 o

Jerry PHillips, RPR
Associate Director for Medication Error Prevention
Office of Post-Marketing Drug Risk Assessment

cc:
Office Files
HFD-510; Lanh Green, Safety Evaluator, DDRE II, OPDRA
HFD-580; Denise Toyer, Safety Evaluator, DDRE I, OPDRA
HFD-400; Jerry Phillips, Associate Director, OPDRA
HFD-400; Peter Honig, Deputy Director, OPDRA
HFD-002; Murray Lumpkin, Acting Director, OPDRA
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Memorandum to File

To: NDA 21102 (NDA 21065 in Division of Reproductive and Urologic Drug

Products) ;

A S

From: Joanna K. Zawadzki, M.D. lq /

Medical Officer . f-J

Division of Metabolic and Endocrine Drug Products 73/

V] /f:'

Subject: Breast Cancer Ascertainment in NDA Medical Officer Review ' /?7
Date: 11/3/99

In the NDA medical officer review, this medical officer had raised a concern about the number
of breast cancers in patients treated with norethindrone acetate ethinyl estradiol (NA/EE) as
compared to the numbers of - breast cancers in patients treated with placebo. To evaluate this
issue further, the breast cancer data were discussed with epidemiologist Bruce Stadel, M.D,,
M.P.H. and rates of breast cancer in the different study arms were compared. (See attached
table.) 4/566 patients on NA/EE were diagnosed with breast cancer versus 0/137 patients on
placebo in Study 376-359 (p=.4193, by Fisher’s exact test.) Study 376-343 is more difficult to
analyze as it was an open-label study, but 3/41 on NA/EE vs. 0/10 on placebo is also not
significant [p=.5119 by Fisher’s exact test.} Also, if the two studies are stratified, p=.35. Thus,
it is difficult to discern a significant difference in the ascertainment of breast cancer between the
randomized drug and placebo groups. These findings do not raise concern that the relationship
between this drug and breast cancer is different from other studies of estrogen and breast cancer.
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ON ORIGINAL



¥

Number (%) of Subjects in Osteoporosis Studies and Breast Cancer Ascertainment
(adapted from Tables 7 [ISS p. 26 of 86], Table 12 [ISE p.38 of 162], App. C 4-6 {pp662-4])

* The 10 mcg EE treatment group was terminated early due to an unacceptably high rate of endometrial hyperplasia.

(study day)

Study Placebo Fem HRT (mgNA/EEmcg) total EE (mcg) "| Total | MPA | Total

: Fem . EE /CEE

. HRT '
021 | 525 (o055 [1/5 S0 [ 1710 120 B 2.5 5 10
A T BLE ) T RO T 4 L2z 1es ! '
o T o T T

A
Open-label ; 1 13 4
Year 5 9 12 1
# Patients 1 1 1
with Breast | assny | (173)
Cancer o
(study day ) !
376:359 717 LN IR ) R B 7
‘Randomized-| . AN EIHTRY
Intent To 123 (30) 119 120 124 118 119 119 (21 101 1065
Treat (ITT) (86) (88) (85) (81) (84) (88) (86) {71) (84)
Observed at | 109(80) 105 110 1 105 108 i1 112 60 931
12 months (76) 1 Bl (76) (72) an | 6ey |9 | @ (14)
Observed &t | 97 (71) 99 (M) | 99(7) 102 98 96 (68) | 92(67) | 105 14 802
24 months (70} (68) a4 | (0 (6%)
Evaluable at | 98 (72) 94 (68) [ 93 (68) 96 (66) 92 (63) 92(65) | 96 99 (70) | $1(36) 811
12 months _ (10) (64)
Evaluable at | 86 (63) 86 (62) | 85 (62) 89 (61) 88 (61) 8I(57) | 80(38) | 90(64) | 10(7) 695
24 months (33)
# Patients 0 ] 1 1 1 1 1 0 1
g;t: Breast @201) {(143) (552) (393) (714) | (380) (67)

cer
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MEMORANDUM TO FILE

Subject: femhrt - NDA 21-102 (NDA 21-065)

Final Labeling Negotiations

Order of Tables in Medical Officer Review of NDA 21-102 /“Dj
From: Joanna K. Zawadzki, M.D. [ /SQ/ )

: D1v1510n of Metabohc and Endocnne Drug Products 2

Date: 101 9/99_

Final Labelihg Negotiations

As noted in the NDA Review, a Telecon between the Division of Metabolic and Endocrine Drug
Products (DMEDP) and the sponsor was held on 10/7/99. The Division firmly maintained that
for safety reasons only the 1/5 mg norethindrone acetate/mcg ethinyl estradiol dosage would be
approved. The sponsor held a Telecon with the Division of Reproductive and Urologic Drug
Products on 10/8/99 and that Division was also willing to approve the 1/5 mg norethindrone
acetate/mcg ethinyl estradiol dosage only. Another Telecon with the sponsor took place on
10/13/99 with both Divisions present. After this Telecon, the sponsor submitted revised
physician and patient labeling for the 1/5 mg norethindrone acetate/mcg ethinyl estradiol dosage.
There were several revisions of these labels, which were discussed jointly by both Divisions with
the sponsor on 10/14/99. The major revision recommended by DMEDP after discussion with
the statistician David Hoberman, Ph.D., was the presentation of the bone mineral density data:
DMEDP recommended the use of “percent change in BMD” rather than[ ) T

| “which the sponsor had selected. The reasons for the “percent change in BMD”

selection were greater simplicity and greater analogy to other labels. In addition, DMEDP
recommended comparing the placebo and 1/5 mg norethindrone acetate/mcg ethinyl estradiol
dosage BMD percent change at 12 and 24 months, rather than comparingf

L ' {This presentation of the data was clearer and closer
to the actual objectives of the two-year clinical trial. Final agreement regarding the physician
and patient labels was reached on 10/15/99 and the approval letter for the 1/5 mg norethindrone

" acetate/mcg ethinyl estradlol dosage (femhrt™) was signed.

Order of Tables in Medical Officer Review of NDA 21-102

Please note: Many of the tables in the NDA review are copies of tables in the NDA. The
ong-nal table numbers and titles are retained, though these tables are often not in the same order

as in the original NDA,

Distribution of NDA 21- 102 Medical Officer Review:

Archival: HFD580/NDA 21-065; HFDSSO/Davxs/Ma.nn/Ranck/Spelllesane
HFDS51 0/Sobclfl‘roendie/I-Iobennan/Galllers/Zawadzkl

NPA 21-10Z HED-SJO/d:v file




NDA 21-102 femhrt

Clinical audits were conducted for NDA 21-065 at the regeust of DRUDP, and
they included this NDA. :
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NDA 21-102

\ this memorandum.

APPEARS THIS WAY
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The Division Director’s signature on the action letter replaces



NDA 21-102

The Team Leader’s signature on the medical review replaces i
this memorandum.

-
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Pharmaceutical 2800 Pymoutn Road  Pone: (734) 622-7000
Research Ann Arbor. Ml
<5105
~(® PARKE-DAVIS . September 28, 1999
i TR s i o NDA 21-102
L =t = Ref No. 001
R FemHRT

*

Drason of &
-

Re: Withdrawal of FemHR

Solomon Sobel, M D. C ﬂ B L’
Director ;
Division of Metabolism and Endocrine

Drug Products (HFD-510)
Center for Drug Evaluation and Research
Office of Drug Evaluation I
Attention: Document Control Room 14B-04
Food and Drug Administration
5600 Fishers Lane
Rockville, Maryland 20857

Dear Dr. Sobel:

We refer to our files for FemHRT and to NDAs 21-102 and 21-065.

Due to the current uncertainty with regard to the recent issue of patent “Jand its
possible impact on the " Yhe| FemHRT, we have
decided to discontinue pursuing its registration at this time.

Therefore, we request that the FemHRT! joe withdrawn from both NDA
21-065 and 21-102 without prcdjudlce We wish to continue ongoing registration
activities for the FemHRT 1/5 mq_jwblet strengths and look forward to the
completion of the Agency’s review of these two dose strengths.

Withdrawal of the, ifrom both NDA 21-065 and 21-102 precludes
the need to update our NDA patent dlsclosure for this product,

Should this dose strength become viable agam at a later date we w111 submxt an sSNDA
for FDA’s review, '

Please call either Mr. Ross Lobell 734/622-2111 or Ms, Mary Taylor 734/622-5000 or
send a facsimile to 734/622-3283 should you have any questions regarding.this
submission. ..

Sincerely, .
afwb W L.
Ross Lobell

L. Senior Manager
Worldwide Regulatory Affairs
RL:kb o9 -28-1999\RN-00121-102\C1-0376 L eter
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FemHRT NA-EE 1of2

68

Tablets

Warner-Lambert Company requests 3 years of market exclusivity for FemHRT™

ITEM 13.2.
Request and Justification for 3-Year Marketiag Exclusivity

(hormone replacement therapy, hereafter referred to as HRT). Warner-Lambert Company
certifies that the active ingredients in FemHRT™, norethindrone acetate and ethinyl
estradiol, meet the criteria for the exclusivity period specified in 21 USC
§355()(4)(D)(iii) and 355(c)(3)(D)(iii), specifically:

|

3.a.

No drug product containing the same strengths of active ingredients, norethindrone
acetate and ethinyl estradiol, in combination, have been previously approved for
which approval is sought in this application. The combination of active ingredients,
norethindrone acetate and ethinyl estradiol, have been previously approved.

Four new clinical investigations, other than bioavailability and bioequivalence

~ studies, were submitted to support this application. Warner-Lambert Company
“certifies that to the best of applicant’s knowledge, these clinical studies have not

formed part of the basis of a finding of substantial evidence of effectiveness for a
previously approved new drug application,

The new clinical investigations can be found in Item 8 of the application,
NDA No. 21-065, filed concurrently herewith.

Item 8 of the application, NDA 21-065, filed concurrently herewith, list all
published studies and publicly available reports of clinical investigations known to
the applicant that are relevant to support this application.

Warner-Lambert Company certifies that applicant has thoroughly searched the
scientific literature and that the list of published studies and publicly available
reports is complete and accurate.

Warner-Lambert Company certifies that, in applicant’s opinion, the present
application could not have been approved without the new clinical investigations.
The published studies noted in 3.2 above are not sufficient to support the approval
of the application. o

DM_FILE/C]-0376 (GLW34498h)




FemHRT NA-EE 20f2 6
Tablets
4.  Warner-Lambert Company is-the-sponsor named in Form FDA 1571 for

¥

IND; \under which the clinical investigation identified in 2 above was
performed.
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Printed by Enid Galliers
Electronic Mail Message

Date: 15-0ct-1999% 01l:24pm
From: Ross Lobell
ross.lobell@secure.aa.wWL.com

Dept:

Tel No:
TO: Enid Galliers ( galliers@Al )
CC: Joanna Zawadzki - { zawadzkij@nl )

Subject: NDA 21-102 Package Insert

Dear Enid:

I have inserted the new chart for Mean per cent chanpe BMD. Rather than
send a repiacement page, | thought it would be easier to send the entire
revised file. Dornette is out today and Dlane Moore is filling in. She is
not currently on secure e-mail, Could you forward a copy of this latest
version to her as well,

thanks.

<<FDA924 1-5 -oct1599Final .DOC>>

Ross Lobell

Sr. Manager, Worldwide Regulatory Affairs
Ph. 734-622-111

FAX 734-622-32283

"Wr=4Secure Server <secure.cder.fda.gov>" made the following
a ‘ons on 10/15/99 13:24:08

[INFOJ - Access Manage::

This message was sent by Parke-Davis across the Internet in encrypted format across the CDER mall VPN and successfully decrypted at CDER.
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Printed by Enid Galliers
Electronic Mail Message

Date: 15-0¢t-199% 10:S50am

From: Ross Lobell
ross.lobell@secure.aa.WL.com

Dept:

Tel No:
TO: Enid Galliers ( galliers®Al )
TO: Joanna Zawadzki . ( zawadzkij@Al )

Subject: NDA 21-102

t have updated the PI's again this morning based on some additional minor
comments from Dr. Davis. These 2 documents are attached. It is also being
faxed to DRUDP this morning. -

<<|INFORMATION FOR THE PATIENT1014.doc>> <<FDAS24 1-5 -oct1299
alternative. DOC>>

Ross Lobell

Sr. Manager, Worldwide Regulatory Affairs
Ph. 734-622-111

FAX 734-622-32283

“WorldSecure Server <secure.cder.fda.gov>" made the following
annotations on 10/15/99 10:50:44

[INF™* - Access Manager:

T sage was sent by Parke-Davis across the Internet in encrypted format across the CDER mall VPN and successfully decrypted at CDER.
APPEARS THIS WAY
ON ORIGINAL
*



NDA 21-102 femhrt

For additional safety evaluation, refer to the Medical Officer's Review
of NDA 21-065 femhrt. -~
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'NDA 21-102 fembhrt

The safety update for the studies covered by this application was submitted on
April 15, 1899, to NDA 21-065 and was reviewed by the medical officer in
DRUDP assigned to that NDA. Dr. D. Davis found the safety update satisfactory
in his review dated October 14, 1999, of that NDA.

APPEARS THIS WAY -
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Printed by Enid Galliers
Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL Date: 06-0ct-1999% 01:41pm
From: Enid Galliers
GALLIERS
Dept: HFD-510 PKLN 14B04

TelNO: 301-827-6429 FAX 301-443-9282
TO: ross.lobell@secure.aa.wl.com
Subject: N21-102 Tx PMO-related labeling changes (10/06/99)-J2
Ross:

The osteoporosis-related labeling changes - with our rationale - are in the attachment.
Dr. Z hopes we can still discuss them tomorrow at 10:30 AM. Please advise.

Thanks, )

Enid
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Q Page(s) Redacted . _ .
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Printed by Enid Galliers

Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL Date: 01-0ct-1999 01:53pm
From: Enid Galliers
GALLIERS

Dept: HFD-510 PKLN 14B04
- TelNo: 301-827-6429 FAX 301-443-9282

TO: ross.lobell@SECURE.aa.wl.com
Subject: Labeling Changes related to osteoporosis
Dear Mr. Lobell:

Changes concerning the osteoporosis sections of the labeling for NDA 21-102/NDA 21-065 are
attached.

In addition, Dr. Zawadzki would like to know if you have data on beginning and ending heights of
study participants.

Finally, do you have an estimate of the time frame for responding to the questions we asked you
on September 297

We received your communication withdrawing. ;}

I am using secure email to send this because Dr. Zawadzki and | have now been given access to
the secure server.

Thank you,

Enid Galliers

Chief, Project Management Staff

Division of Metabolic and Endocrine Drug Products, ODE I, CDER
Phone: 301-827-6429

FAX: 301-443-9282
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Printed by Enid Galliers

Electronic Mail Message

Date: 01-0ct-1999 01:93pm
From: Joanna Zawadzki

ZAWADZKIJ
Dept: HED-510 PKLN 14B04
. Tel No: 301-827-6430 FAX 301-443-9282
Subject: Labeling Recommendations
Enid,
Attached are the revised labeling recommendations.
Joanna
APPEARS THIS WAY
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Labeling Recommendations — Division of Metaboli¢ and Endocrine Drug Products

9/27/99 - Revised 9/30/99 after withdrawal of]

—

Specific recommendations for the physician label for norethindrone acetate/ethinyl estradiol
regarding the osteoporosis indication are listed below. In addition, severa} recommendations
regarding nomenclature are also made. Page numbers refer to page numbers in the physician
package insert, as submitted in Volume 1 of the NDA. We have Jjust received a copy of the
currently updated label forwarded by the sponsor to the Division of Reproductive and Urologic
Drug Products and we will be discussing additional changes with them internally.

CHANGE

REASON

Page 13 of 32:

Delete(_ )

Reference to the namg - {has
been removed from the label by HFD-580. An
acronym in the label may confuse the clinician.
A more specific description of the studied
population provides the clinician with a _
clearer, potentially more applicable reference
to a patient the clinician may choose to treat
with the drug.

Page 13 of 32:

Insert “A total of 283 postmenopausal women
with intact uteri and normal baseline bone
minera} density ( mg/cc) were
randomized to FemHRT 1/5 mg
morethindrone acetate/mcg ethinyl estradiol
placebo, and 87% contributed data to the
Intent-To-Treat analysis. All patients received
1000 mg calcium in divided doses. Vitamin D
was not supplemented.”

A more specific description of the studied
population provides the clinician with a
clearer, potentially more applicable reference
to a patient the clinician may choose to treat
with the drug,

Comments to sponsor:

(1) Please supply the correct baseline BMD
for this randomized population ( 1/5 (mg
norethindrone acetate/meg ethinyl
estradiol) dose and placebo).

@)y

(3{ )
L J |
(4) Please print in bold “mg” and “mcg” to
minimize confusion about the dosages of
norethindrone acetate/ ethinyl estradiol
(5) The low supplementation with calcium and
absence of vitamirD supplementation may

partially explain the BMD loss in the placebo



