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AFFIDAVIT

State of Maryland, Montgomery County

I, Marlene S. Bobka, under oath, hereby depose and state as follows:

1. 1 am the president of F.O.l., lnc. dt’bfa F01 Services, Inc. (“FOl Services").

2. F01 Services is a privately-held corporation organized and operating under the laws of the State of

Maryland, with its principal mailing address at 23219 Stringtown Road, Suite 240, Clarksburg, MD

Maryland 20871, USA.

3. F01 Services specializes in United States Food & Drug Administration (“FDA") information and

maintains a private library of over 150,000 FDA documents obtained under the Freedom of

Information Act (“FOIA") in all categories of products regulated by FDA, including drugs, biologics,

veterinary products, foods and medical devices. These documents are sold individually; the copies we

maintain and sell are faithful reproductions of the original documents Supplied to us by FDA and,

except for cover sheets, are not altered in any way. Many US. courts have accepted our documents as

true copies of official FDA documents.

4. F01 Document # 521056?A (attached as Exhibit A) presents 24 pages of labeling documentation, and

is a faithful reproduction of the labeling section originally provided as pages 10 — 33 in the full

releasable approval package of 239 pages provided by FDA in our Document # 166739A. Document #

166739A was received by F0] Services from FDA as publicly available, incorporated into the F01

Services publicly available files, and was subsequently provided by FOI Services to a third party at

least as early as 09l13f2004.

5. The record attached as Exhibit A was kept in the course of our regularly conducted business activity.

Making the record was a regular practice of my job duties and our business activities.

6. I hereby declare that all statements made herein of my own knowledge are true and correct. I further

declare that all of my statements are made with the knowledge that willful false statements and the like

so made are punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of the United
States Code.

B
Marlene S. Bobka

mamas at, czar?

 

Date

SUBSCRIBED D SWORN before me on

YESENIA SANCHEZ BUSTOS

NOTARY PUBLIC TY
' MONTGOMERY COUN

Nmary puhhc MARYLAND 2021
My commission expires:Ml MY COMMISSION EXPIRES MAY 03.

MYLAN - EXHIBIT 1008
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5210567 A

Vivelle Transdermal System (Novartis) 08/16/2000

Approval & Supplemental Approval [Postmenopausal

Osteoporosis & New 0.025mg Dosage Strength]:

NDA 21-167, NDA 21-323/823 Approval Letter;

LabeHng

This document was provided by: FOI Services, Inc
11 Firstfield Road

Gaithersburg MD 20878-1704 USA
Phone: 301-975-9400
Fax: 301-975-0702

Email: infofoi@foiservices.00m

Do you need additional U.S. Government information?

Since 1975, FOI Services. lnc has specialized in acquiring government files using the Freedom of

Information Act. We have millions of pages of unpublished documentation already on file and available for

immediate delivery.

Many of the documents you need are available for immediate downloading at:

www.foiservices.com

Unless specified otherwise. all of FOI Services' documents have been released by the US. Government under the provisions of the
Freedom of Information Act and are therefore available to the general public. FOI Services. lnc. does not guarantee the accuracy of
any of the information in these documents: the documents will be faithful copies of the information supplied to FOI Services, Inc.
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_/ DEPARTMENT OF HEALTH AND HUMAN SERVICES Public Health Service
Center for Drug Evaluation and Research

Office of Regulatory Policy

Division ot'lnformation Disclosure Policy
5000 Fishers Lane. HFD-l3

Nov 0 5 m Rockville. Maryland 20857

October 28. 2004

. *F‘2'9
I:-5a:u:l
T'e

1.;‘l‘ .
‘lv‘m

In Response Refer to File: FU3—10620

FOI Services Inc.

11 Firstfield Road

Gaithcrsburg. MD 20878-1704

Dear Requester.

This is in response to your request ofJuly 31. 2003, in which you requested inlbnnation on the

approval for Vivelle, NDA 21-167 and NBA 20-323/3023. your control number 5210567. Your

request was received in the Center for Drug Evaluation and Research on August I, 2003.

The documents you have requested are enclosed.

Charges of Search $9.00. Review $0. Reproduction Computer time $0) will be

included in a monthly invoice. DO NOT SEND ANY PAYMENT UNTIL YOU RECEIVE AN

INVOICE. The above total may not reflect final charges for this request.

If there are any problems with this response, please notify us E writing of your specific

problem(s). Please reference the above file number.

This concludes the response for the Center for Drug Evaluation and Research.

Sincerely.

 
Paralegal Specialist
Office of Regulatory Policy
Division oi'Information Disclosure Policy. ”FD-13

line: NDA 2l-167 and NBA 20-323E3023 23trpages
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CENTER FOR DRUG EVALUATION AND

RESEARCH

APPLICA TIONNUMBER:

21-167

APPROVAL LETTER
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NDA 21-167

NDA 203235-023

Novartis Pharmaceuticals Corporation

Attention: Lynn Mellor

Associate Director, Drug Regulatory Affairs
59 Route 10

East Hanover, New Jersey 07936-1080

Dear Ms. Mellor:

Please refer to your new dmg application NDA 21-167 dated October 19, 1999, received October 20,
1999, and supplemental NDA 20-32315-023 dated April 19, 2000, received April 20, 2000,
submitted pursuant to section 505(b) of the Federal Food, Drug, and Cosmetic Act for Vivelle
(esuadiol transdermal system).

We acknowledge receipt ofyour submissions to NBA 21-167 dated November 29 and

December 3, 1999, and February 14, March 6, April 19, June 15, July ll (2), 26, and 27,
and August 2 and 14, 2000. '

We also acknowledge receipt ofyour submissions to NBA 20-323 dated July 11 and 27, 2000.

'lhis new drug application provides for the use of Vivelle (estradiol transdermal system) in

0.0375 mg, 0.05 mg, 0.075 mg and 0.1 mg strengths for the new indication of the prevention of
postmenopausal osteoporosis. In addition, a new lower strength, 0.025 mg, system is

proposed for the indication ofprevention ofpostmenopausal osteoporosis. .r

We have completed the review of these applications, as amended, and have concluded that adequate

information has been presented to demonstrate that the drug product is safe and effective for use as

recommended in the agreed upon labeling text. Accordingly, the applications are approved effective
on the date of this letter.

The final printed labeling (FPL) must be identical to the submitted drafi labeling (package insert

submitted August 14, 2000, patient package insert submitted August 14, 2000, immediate container

labels submitted April 19, 2000, and backing labels submitted July 26, 2000). Marketing the product

with FPL that is not identical to the approved labeling text may render the product misbranded and

an unapproved new drug.

Please submit 20 paper copies ofthe FPL as soon as it is available, in no case more than 30 days

afler it is printed. Please individually mount ten of the copies on heavy-weight paper or similar
material. Alternatively, you may submit the FPL electronically according to the guidance for

industry titled Providing Regulatory Submissions in Electronic Formal - NDA: (January 1999). For

administrative purposes, this submission should be designated "FPL for approved NDA 20-323!

8-023." Approval of this submission by FDA is not required before the labeling is used.
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N'DA 21-167

NBA 20-323/5-023

Page 2

Be advised that, as of April 1, I999, all applications for new active ingredients, new dosage forms,

new indications, new routes ofadministration, and new dosing regimens are required to contain an

assessment of the safety and effectiveness of the product in pediatric patients unless this requirement

is waived or deferred (63 FR 66632). We note that you have not fulfilled the requirements of 21
CFR 314.55.

Reference is made to your correspondence dated December 3, 1999, requesting a waiver for pediatric

studies under 2] CFR 314.55(c). We have reviewed the information you have submitted and agree

that a waiver is justified for Vivelle for prevention of postmenopausal osteoporosis for the pediatric

population. Accordingly a waiver for pediatric studies for these applications is granted under 21
CFR 314.55 at this time.

In addition, please submit three copies of the introductory promotional materials that you propose to

use for this product. All proposed materials should be submitted in drafi or mock-up form, not final

print. Please submit two copies to the Division ofReproductive and Urologic Drug Produots and

two copies of both the promotional materials and the package insert directly to:

Division of Drug Marketing, Advertising, and Communications, HFD-42

Food and Drug Administration
5600 Fishers Lane

Rockville, Maryland 20857

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

We remind you that you must comply with the requirements for an approved NDA set forth under

21 CFR 314.80 and 314.81. To comply with these regulations, all 7-day and 15-day alert reports,

periodic adverse drug experience (ADE) reports, field alerts, annual reports, supplements and other

submissions should be addressed to the original NDA 20-323 for this drug product at the Division of

Reproductive and Urologic Drug products (HFD-SBO), not to NDA 21-167. In the future, no
submissions should be made to NDA 21-167.

0007



����

NDA 21-167

NDA 20—323/8-023

Page 3

Ifyou have any questions regarding NDA 20-32318-023, call Diane V. Moore, Regulatory Project
Manager, at (301) 827-4236. Questions regarding NDA 21-167 should be directed to William C.

Koch, Regulatory Project Manager, at (301) 827—6412.

Sincerely,

. I I, S
John K Jenkins, MD.

Acting Director
Division ofMetabolic and

Endocrine Drug Products

Office of Drug Evaluation 1]
Center for Drug Evaluation and Research
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NDA 21-167

NDA' 20-323/S-023

Page 4
cc:

Archival NDA 21-167

NDA 20-323lS—023

l-IFD-S l OfDiv. Files

HFD-SSO/Div. Files

HFD-SlO/WKoch

HFD-SlOfReviewers and Team Leaders

HFD-SSO/DMoorelSAllen

RFD-5 SOIReviewers and Team Leaders

l-IF-ZIMedWatch (with labeling)

HFD-OO2/ORM (with labeling)

HFD-l OZIADRA (with labeling)

HFD- l 02fPost-Marketing PM

HFD-l 04/Peds/V.Kao (with labeling)

HFD- l 04/Pedsfl'.Crescenzi (with labeling)

HFD-42/DDMAC (with labeling)

HFl-20/Press Ofiice (with labeling)

HFD—400/OPDRA (with labeling)

HFD-6l3/OGD (with labeling)

HFD-O95/DDMS-IMT (with labeling)
HFD-SZO/DNDC Division Director

DISTRICT OFFICE

Drafted by: WKoch/08.07.00

lnitialed by: EGaJlierstS. 10.00
final: WKoch/O8.l4.00

filename: C:/Windowstesktop.’NDA21 l67/LTRapNDA.doc

APPROVAL (AP)
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NDA 21-167

Vivelle (estradiol transdermal system), 0.025 mg, 0.0375 mg, 0.05 mg, 0.075 mg & 0.1 mg

The preceding Action Letter has been reviewed by the undersigned:

  
 

 

 

 
 

 

 
  
  

B Schneider, MD. Medical Officer

E. Colman, MD. Medical Team

Leader

J. Eli-Iage, PhD. Phannaeology Team
Leader

M 0......

M Rhee, PhD. Chemistry Team
Leader]

R. Shore, PharmD.

H. Ahn. PhD. Biopharmaceutics
Team Leader

S. Wang, PhD. Biometrics 2
' reviewer

T. Sahlroot, Ph.D. Biometrics 2

Team Leader

E. Galliers Chief, Project Mgt.
Staff

J. Jenkins, MD.

Name Disci - line

 

  
 

Acting Division
Director
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APPLICA TIONNUMBER:
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Vivelle-

estradioi transdermal system

Continuous delivery for twice-weekly application

Rx only

Prescribing Infomlation

  
 

  
  

ESTROGENS HAVE BEEN REPORTED TO INCREASE THE RISK OF

ENDOMETRIAL CARCINOMA IN POSTMENOPAUSAL WOMEN.

Close clinical surveillance of all women taking estrogens is important Adequate diagnostic measures,

including endometrial sampling when indicated, should be tmdertakcn to rule out malignancy in all

cases of undiagnosed persistent or recurring abnormal vaginal bleeding. There is no evidence that

"natmal" estrogens are more or less hazardous than "synthetic" estrogcns at equiestrogenic doses.

 

DESCRIPTION

The Vivelle estradiol transdennal system contains estradiol in a multipolymen'c adhesive. The system

is designed to release cstradiol continuously upon application to intact skin.

Five systems are available to provide nominal in vivo delivery of 0.025, 0.0375. 0.05, 0.075,

or 0.1 mg of estradiol per day via skin of average permeability. Each corresponding system having an

active surface area of 7.25, l 1.0, 14.5, 22.0 or 29.0 cm2 contains 2.17, 3.28, 4.33, 6.57. or

8.66 mg ofestradiol USP, respectively. The composition of the systems per unit area is
identical.

Estradiol USP is a white. crystalline powder, chemically described as emu-1,3,5

(10)-triene-3. l 7B—diol.

The Salmon] formula is

 
The molecular formula ofwtradiol is CiSHHOZ' The molecular weight is 272.39.

The Vivelle system comprises three layers. Proceeding from the visible surface toward the

surface attached to the skin. these layers are (l) a translucent flexible film consisting of an ethylene
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Page 2

vinyl alcohol copolymer film, a polyurethane film, methane polymer and epoxy resin, (2) an adhesive

formulation containing estradioL acrylic adhesive, polyisobutylene, ethylene vinyl acetate copolyrner,

1,3 butylene glycol, styrene-butadiene rubber, oleic acid, lecithin, propylene glycol, bentonite,

mineral oil, and dipropylene glycol, and (3) a polyester release liner that is attached to the adhesive

surface and must be removed before the system can be used.

0)Bm*ha .

(2) Adhesive eontahlng astradior

\. (3) Protective llner
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The active component of the system is cstradiol. The remaining components of the

systernarepharmacologically inactive.

CLINICAL PHARMACOLOGY

Vivelle system provides systemic estrogen replacement therapy by releasing estradiol, the major

estrogcnic hormone secreted by the human ovary. Estrogens are largely responsible for the -

development and maintenance of the female reproductive system and secondary sexual

characteristics. Although circulating estrogens exist in a dynamic equilitrium of metabolic

intereonversions, estradiol is the principal intracellular human estrogen and is substantially more

potent than its metabolites, estrone and estriol at the receptor level. The primary source of estrogen

in normally cycling adult women is the ovarian follicle, which secretes

70 to 500 pg of estradiol daily, depending on the phase of the menstrual cycle. Alter menOpause,

most endogenous estrogen is produced by conversion of androstenedionc, secreted by the adrenal

cortex, to estrone by peripheral tissues. Thus, estrone and the

sulfate conjugated fonn, estrone sulfate, are the nrost abundant circulating estrogens in

postanenOpausal women.

Circulating ectrogens modulate the pituitary secretion of the gonadotropins, luteinin'ng

hormone (LH) and follicle stimulating hormone (FSH) through a negative feedback mechanism and

estrogen replacement therapy acts to reduce the elevated levels of these

hormones seen in postmenopausal women.

Pharmacokinetics

Absorption

In a multiple-dose study consisting of three consecutive patch applications of the Vivelle

system, which was conducted in 17 healthy, postmenopausal women, blood levels of

estradiol and estrone were compared following application of these units to sites on the abdomen and

buttocks in a crossover fashion. Patches that deliver nominal estmdiol doses of approximately

0.0375 mg/day and 0.! mg/day were applied to abdominal application sites while the 0.] mg/day

doses were also applied to sites on the buttocks. These systems increased ectradiol levels above

baseline within 4 hours and maintained respective mean levels of 25 and 79 pg/ml. above baseline

following application to the abdomen; slightly higher mean levels of 88 pg/mL above baseline were

obsech following application to the buttocks. At the same time, increases in estrone plasma

0013



����

Page 3

concentrations averaged about 12 and 50 pg/mL, respectively, following application to the abdomen

and 61 pg/mL for the buttocks. While plasma concentrations of Mo! and estrone remained

slightly above baseline at 12 hours following removal ofthe patches in this study, results from another

study show these levels to return to baseline values within 24 hours following removal of the patches.

The figure (see Figure 1) illustrates the mum plasma concentrations of cstradiol at steady-

state during application of these patches at four different dosages.

120

§

Concentration(pgi'rnL) 8»8

Figure 1. Steady-State Estradlol Plasma Concentrations
for Systems Applied to the Abdomen

Nonbaseiine-eorreci‘ed levels

1 2

Time (days)

I 0.1 mgiday

it 0.075 mgfday

A 0.05 mg/dny

0 0.0375 mglday
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The corresponding pharmacolcinetic parameters are sumarized in the table below.

Steady-State Estradlol Pharmacokinetic Parameters

for Systems Applied to the Abdomen (mean 1: standard deviation)
Nonbaseline-corrected data'

Dosage 0...: 0.; c,,-.,rs4 hr)!
ImsLdarJ (£191le £29th Iranian

0.0375 46116 34:10 30:10

0.05 83141 57:23“ 41111'

0.075 99 r: 35 72 r 24 so 1 24

0.1 133151 89138 90:44

0.1‘ 145171 104152 8514?

'Mean baseline estradiol concentration = 11.7 ngmL

'Peak plasma concentration

*Averaga plasma concentration

5lil‘linin'mm plasma concentration at 84 hr
llMeasured over 80 hr

'Applied to the buttocks

Distribution

The distribution of exogenous estrogens is similar to that of endogenous estrogen; Estrogens are

widelydistributedinthebodyandaregcnerally fotmdinhigherconoentrationsinthesexhormom

target organs. Estradiol and other naturally occurring estrogens are bound mainly to sex hormone

binding globulin (SHBG), and to a lesser degree to albumin.

Metabolism

Exogenous estrogens are metabolized in the same manner as endogenous cstrogens. Circulating

estrogens exist in a dynamic equilibrium of metabolic interoonversions. These transfonnatr'ons take

place mainly in the liver. Estradiol is converted reversibly to estrme. and both can be converted to

estriol, which is the major urinary metabolite. Estrogcns also undergo cnterohwatic recirculation via

sulfate and glucuronide conjugation in the liver, biliary secretion of conjugates into the intestine, and

hydrolysis in the gut followed by mbsorption. In postmenopausal women a significant portion of the

circulating estrogens exist as sulfate conjugated. especially estrone sulfate, which serves as a

circulating reservoir for the formation ofmore active estrogens.

Excretion

Estradiol, estr’one, and estriol are excreted in the urine along with glucuronide and sulfate conjugates.

Studies conducted with the Vivelle system show the drug has an apparent mean half-life of 4.4 :1: 2.3
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hours. After removal of the transdermal systems. serum concentrations of estradiol and estrone

returned to baseline levels within 24 hours.

Special Populations

The Vivelle system has been studied only in healthy postmenopausal women (approximately 90%

Caucasian). The ViveIle system has not been studied in patients with renal or hepatic impairment.

Drug Interactions

No drug interaction studies were conducted with the Vivelle system.

Adhesion

Data showing the number of systems in controlled studies that required replacement due to

inadequate adhesion is not available.

Clinical Studies

In two controlled clinical trials of 356 subjects. the OIWS and 0.1 mg doses were superior to

placebo in relieving vasomotor symptoms at Week 4. and maintained efiicaey through Weeks 8 and

12 of treatment. The 0.0375 and 0.05 mg doses, however, did not differ from placebo until

approximately Week 6.

Therefore, an additional 12-week placebo-controlled study in 255 patients was perfonned to

establish the efficacy of the lowest dose of 0.0375 mg The baseline mean daily number of hot

flushes in these 255 patients was [1.5. Results at Weeks 4, 8, and 12 of treatment are shown in the

figure below (see Figure 2).
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Figure 2.

Mean (SD) change from baseline in mean daily number at flushes tor
Vlvelle 0.0375 mg versus Placebo In a 12-week trial.

Week 4“ Week 8" Week 12‘

do  
43.4(51)

"=13” -9.4(5.6)

B Vivene 0.0375 mgrdayPlacebo

'lndicates statistically significant ditterence [p<0.05) between Vivelle and placebo

MeantSD)reductionlrornbaseline
_'.M

The 0.0375 mg dose was superior to placebo in reducing both the frequency and severity of

vasomotor symptoms at Week 4 and maintained efficacy through Weeks 8 and 12 of treatrncnt. All

doses of Vivelle (0.0375 mg, 0.05 mg, 0.075 mg, and 0.1 mg) are effective for the control of

vasomotor symptoms.

Efficacy and safety of the Vivelle system in the prevention of postmenopausal osteoporosis have

been studied in a 2-year double-blind, randomized, placebo-controlled, parallel group study. A total

of 261 hysterectomized (161) and non-hysterectomized (100), surgically or naturally menopausal

women (within 5 years of menopause), with no evidence of osteoporosis (lumbar spine bone mineral

density within 2 standard deviation of average peak bone mass, i.c., 2 0.827 g’cm") were enrolled in

this study; 194 patients were randomized to one of the four doses of Vivelle (0.], 0.05, 0.0375 or

0.025 mg/day) and 67 patients to placebo. Over 2 years, study systems were applied to the buttock

or the abdomen twice a week. Nonhysterectomizcd women received oral rnedroxy progesterone

acetate (2.5 mg/day) throughout the study.

The study population comprised naturally (82%) or surgically (18%) menopausal, hysterectomized

(61%) or nonhystcrectomized (39%) women with a mean age of 52.0 years (range 27 to 62 years;

the mean duration of men0pause was 3|.7 months (range 2 to 72 months). Two hundred thirty two

(89%) of randomized subjects (I73 on active drug, 59 on placebo) contributed data to the analysis

of percent change from baseline in bone mineral density (BMD) of the AP lumbar spine. the primary

efficacy variable. Patients were given supplemental dietary calcium (1000 mg elemental mlciumlday)

but no supplemental vitamin D. There was an increase in BMD of the AP lm'nhar spine in all Vivclle
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dose groups; in contrast to this a decrease in AP lumbar spine BMD was observed in placebo

patients. All Vivelle doses were significantly superior to placebo (p<1).05) at all time points with the

exception of Vivelle 005 mg/day at 6 months. The highest dose of Vivelle was superior to the three

low doses. There were no statistically significant differences in pairwise comparisons among the

three lower doses. (See Figure 3.)

FIgunlBonomhorIldarufly-APLunbar-spho
Leaststparssmomaofpementagsdranostmrnbaselha

Alrendmizedpaflorflsmihatbastonepoat—basalheasmflavaidflo

Std-tumu- #bi'oJ-a—Nu-hora-d 
Analysis of percent change from baseline in femoral neck BMD, at secondary efficacy outcome

variable, showed qualitatively similar results; all doses of Vivelle were significantly superior to

placebo (p<0.05) at 24 months. The highest Vivelle dose was superior to placebo at all timepoints.

A mixtm'e of significant and non significant results were obtained for the lower dose groups at earlier

time points. Again, the highest Vivelle dose was superior to the three lower doses, and there were

no significant difi‘ermces among the three lower doses at this skeletal site. (See Figure 4).

Floors 4. Bone mlnonl donslty - Femoral nlclr
Least more: mam cl percentage change trorn baseline

All randomized patients with at least one post-baseline assessment available
with last post-Insatina observation carried forward

7
s
s
a
3
2

ito
-1

E4
3 3

Treatment duration

——o—v~aleotmwnyw ---u--vmuoosmyuuyrai -+—Vuaihoaorrmgiu-yrci
--l--Vwotls0025rrWy(D) -—II-P|ombo(P)
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The mean serum osteocalcin (a marker of bone formation) and urinary excretion of cross-link N-

telopeptides of type I collagen (a marker of bone resorption) decreased numerically in most of the

active treatment groups relative to baseline. However, the decreases in both markers were

inconsistent across treatment groups and the differences between active treatment groups and

placebo were not statistically significant.

INDICATIONS AND USAGE

vii/cite" (estradiol transdermal system) is named in the following:

1. Treatment of modaate-tosevere vasomotor symptoms associated with the menopause.

2. Treatment of vulvar and vaginal atrophy.

3. Treatment ofhypoestrogenism due to hypogonadism, castration, or primary ovarian
failure.

4. Prevention of postmenopausal osteoporosis (in at risk patients). Estrogen replacement therapy

reduces bone resorption and retards postmenopausal bone loss. When estrogen therapy is

discontinued, bone mass declines at a rate comparable to that of the immediate postmenopausal

period.

White and Asian women are at higher risk for osteoporosis than black women, and thin women

are at a higher risk than heavier women. who generally have higher endogenous estrogen levels.

Early menopause is one of the strongest predictors for the develpoment of osteoporosis. Other

factors associated with osteoporosis include gencu'c factors (small build, family history). lifestyle

(cigarette smoking, alcohol abuse, sedentary exercise habits) and nutrition (below average body

weight and dietary calcium intake).

Essential to the prevention and management of osteoporosis are weight bearing exercise,

adequate calcium intake. Postmenopausal women absorb dietary calcium less efficiently than

premenopausal women and require an average of ISOO mg/day ofelemental calcium to remain in

neutral calcitun balance. The average calcium intake in the USA in 400-600 mg/day. Therefore.

when not contraindicated, caleitun supplementation may be helpfitl for women with suboptimal

dietary intake.

CONTRAINDICATIONS

Patients with known hypersensitivity to any of the components of the therapeutic system should not
use Vivelle.

Estrogens should not be used in individuals with any of the following conditions:

i. Known or suspected pregnancy (see PRECAUTIONS). Estrogen may cause fetal harm

when administered to a pregnant woman.

2. Undiagnosed abnormal genital bleeding.

3. Known or suspected cancer of the breast.

4. Known or suspected estrogen-dependent neoplasia.
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5. Active thrombOphlebin's or thromboembolic disorders, or a documented history of these
conditions.

WARNINGS

1. Induction ofMalignant Neoplasm.

a. Breast cancer. Some studies have suggested a possible increased incidence of breast cancer

in women taking estrogen therapy at higher doses for prolonged periods of time, especially in excem

of [0 years. The majority of undies, however, have not shown an association with the usual doses

used for estrogen replacement therapy. Women on this therapy should have regular breast
examinations and should be instructed in breast self-examination

b. Endometrial cancer. The reported endomctrial cancer risk among unopposed estrogen

users is about 2- to 12-fold greater than in nonusers and appears dependent on duration oftreatment

and on estrogen dose. Most studies show no significant increased risk associated with the use of

estrogens for less than 1 year. The greatest risk appears associated with

prolonged use with increased risks of 15- to 24—fold for five to 10 years or more. In three studies,

persistence of risk was demonstrated for 8 to over 15 years after cessation of

estrogen treatment. in one study, a significant decrease in the incidence of endometrial

cancer occurred six months alter estrogen withdrawal. Concurrent progestin therapy may

offset this risk, but the overall health impact in postmenopausal women is not known

(see PRECAUTIONS).

c. Congenital reproductive tract disorders. Estrogen therapy dining pregnancy is associated

with an increased risk of fetal congenital reproductive tract disorders. in female offspring, there is an

increased risk of vaginal adenosis. squamous cell dysplasia of the cervix, and clear cell vaginal cancer

laterin life;tn males, unrgcnital and possibly testicular abnonnalities. Although some of these changes
are benign, it is not lorown whether they are precursors of malignancy.

2. Gallbladder Disease. Two studies have reported a 2- to 4-fold increase in the risk of

surgically confirmed gallbladder disease in poshnenopausal women receiving oral estrogen

replacement therapy, similar to the 2-fold increase previously noted in users of oral

contraceptives.

3. Cardiovascular Disease. Large doses of estrogen (5 mg conjugated estrogens per day),

comparable to those used to treat cancer of the prostate and breast, have been shown in a large

pmspectiveclinimlttialinmcntoincreasetherisksofnoniatal myocardial infarctionpulmonary

embolism, and thrombophlcbitis. "these risks cannot necessarily be extrapolated from men to

women. However, to avoid the theoretical cardiovascular risk to women caused by high estrogen

doses, the dose for estrogen replacement therapy should not exceed the lowest effective dose.

4. Elevated Blood Pressure. Occasional blood pressure increases during estrogen

replacement therapy have been attributed to idiosyncratic reactions to estrogens. More otten, blood

pressure has remained the same or has dmpped. Postmenopausal estrogen use does not increase the

risk of stroke. Nonetheless, blood pressure should be monitored at regular intervals with estrogen

use, cSpecialIy if high doses are uscd. Ethinyl estradiol and conjugated estrogens have been shown to

0020



����

Page 10

increase rcnin substrate. In contrast to these oral estrogens, transderrnally administered cstradiol

does not affect renin substrate.

5. Hypercalcemia. Administration of estrogen may lead to severe hypercalcemia in patients

with breast cancer and bone metastases. If this occurs, the drug should be stopped and appropriate

measures taken to reduce the serum calcium level.

PRECAUTIONS

General

1. Addition ofa Progesrr'n. Studies of the addition of a progestin for 10 or more days of a

cycle ofestrogen administration or daily in an estrogen/progestin continuous regimen have reported a

lower incidence of endometrial hyperplasia than would be induwd by estrogen treatment alone.

Morphologic and biochemical studies of cndometria suggest that 10 to 14 days of progestin are

needed to provide maximal maturation of the endometrium and to reduce the likelihood of

hyperplastic changes.

There are, however, possible risks that may be associated with the use of progestins in

estrogen replacement regimens. These include:

(1) adverse effects on lipoprotein metabolism (lowering HDL and raising LDL), which could

diminish the purported cardioprotective ell'ect of estrogen therapy (see PRECAUTIONS,

below);

(2) impainnent ofglucose tolerance; and

(3) possible enhancement of mitotic activity in breast epithelial tissue, although few epidemiologic

data are available to address this point (see PRECAUTIONS, below).

The choice of progestin, its dose, and its regimen may be important in minimizing these

adverse effects, but these issues will require finthcr‘ study before they are clarified.

2. Cardiovascular Risk. A causal relationship between estrogen replacement therapy and

reduction of cardiovascular disease in postmenopausal women has not been proven. Furthen-none,

the effect ofadded progestins on this putative benefit is not yet known.

In recent years, many published studies have suggested that there may be a cause-efiect

relationship between postmenopausal oral estrogen replacement therapy without added progestr'ns

and a decrease in cardiovascular disease in women. Although most of the observational studies

which assessed this statistical association have reported a 20% to 50% reduction in coronary heart

disease risk and associated mortality in estrogen takers, the

following should be considered when interpreting these reports:

(1) Because only one of these studies was randomized and it was too small to yield statistically

significant results, all relevant studies were subject to selection bias. Thus, the apparently reduced

risk of coronary artery disease cannot be attributed with certainty to estrogen replacement therapy. It

may instead have been caused by life-style and medical characteristics of the women studied with the

result that healthier women were selected for estrogen therapy. In general, treated women were of
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higher socioeconomic and educational status, more slender, more physically active, more likely to

have undergone surgical menOpause, and less likely to have diabetes than the untreated women.

Although some studies attempted to control for these selection factors, it is common for properly

designed randomized trials to fail to confirm benefits suggested by less rigorous study designs. Thus,

ongoing and firture large-scale randomiacd trials may fail to confirm this apparent benefit.

(2) Current medical practice often includes the use of concomitant progestin therapy in women

with intact uteri (see PRECAUTIONS and WARNINGS). While the effects of added progestins

on the risk of ischemic heart disease are not known, all available progestins reverse at least some of

the favorable effects of estrogens on HDL and LDL levels.

(3) While the effects of added progestins on the risk of breast cancer are also unlmown,

available epidemiologic evidence suggests that progestins do not reduce, and may enhance, the

moderately increased breast cancer incidence that has been reported with prolonged estrogen

replacement therapy (see WARNINGS, above).

Because relatively long-term use of estrogens by a woman with a uterus has been shown to

induce endometrial cancer, physicians often recommend that women who are deemed candidates for

hormone replacement should take progestins as well as estrogens. When considering prescribing

concomitant estrogens and progestins for hormone replacement

therapy, physicians and patients are advised to carefully weigh the potential benefits and risks of the

added progestin. Large-scale randomized, placebo-controlled, prospective clinical trials are required

to clarify these issues.

3. Physical Examination. A complete medical and family history should be taken prior to the

initiation of any estrogen therapy. The pretreatment and periodic physical examinations should include

special reference to blood pressure, breasts, abdomen, and pelvic organs and should inchrde a

Papanicolaou smear. As a general rule, estrogen should not be prescribed for longer than one year

without reexamining the patient.

4. Hypercoagul’abilina. Some studies have shown that women taking estrogen replacement

therapy have hypercoagulability, primarily related to decreased antithrombin activity. This effect

appears dose- and duration-dependent and is less pronounced than that associated with oral

contraceptive use. Also, pcstrnen0pausal women tend to have increased coagulation parameters at

baseline compared to premempausal women. Epidemiological studies, which employed primary

orally administered estrogen products, have suggested that

hormone replacement therapy (HR'I) is associated with an increased relative risk of

developing venous thromboembolisrn (VTE), e.g., deep venous thrombosis or pulmonary embolism.

Risk/benefit should therefore be carelirlly weighed in consultation with the patient when prescribing

any form oflIRTtowomenwithariskfactor forVTE.

S. Familial Hyperirpoprateinemia. Estrogen therapy may be associated with massive

elevations of plasma triglycerides leading to pancreatitis and other complications in patients with

familial defects of lipoprotein metabolism.
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6. Fluid Retention. Because estrogens may cause some degree of fluid retention. conditions

that might be exacerbated by this factor, such as asthma, epilepsy, migraine. and cardiac or renal

dysfirnction, require careful observation.

7. Uterine Bleeding and Mastoayniu. Certain patients may deve10p undesirable manifestations

ofestmgenic stimulation, such as abnormal uterine bleeding and mastodynia.

8. Impaired Liver Function. Estrogcns may be poorly metabolized in patients with impaired
liverfirnctionandshwldbeadministeredwithcaution

Information for the Patient

See text of Patient Package Insert, which appcars alter the HOW SUPPLIED section.

Laboratory Tests

Estrogen administration should generally be guided by clinical response at the smallest dose, rather

than laboratory monitoring, for relief of symptoms for those indications in which

symptoms are observable.

DruglLaboratory Test Interactions

Some of these drug/laboratory test interactions have been observed only with estrogen

progestin combinations (oral contraceptives):

l. Accelerated prothrombin time, partial thromboplastin time, and platelet aggregation time;

increased platelet count; increased factors 11, VII antigen, VIII antigen, VII] coagulant activity, IX,

X, XII, VII-X complex, ll-Vll-X complex; and beta-duomboglobulin; decreased levels of anti-

factor X3 and antithrombin III; decreased antithrombin [II activity; increased levels of fibrinogen and

fibrinogcn activity, increased plasminogen antigen and activity.

2. Increase] thyroid-binding globulin (TBG) leading to increased circulating total thyroid

hormone, as measured by protein-bound iodine (PBI), T. levels (by column or by

radioimmrmoassay) or T, levels by radioimmunoassay. "l; resin uptake is decreased. reflecting the

elevated TBG. Free T. and free T3 concentrations are unaltered.

3. Other binding proteins may be elevated in serurrr, i.e.. corticosteroid binding globulin (CBG),

sex immune-binding globulin (SHBG), leading to increased circulating corticosteroids and sex

steroids, respectively. Free or biologically active hormone concentrations are unchanged. Other

plasrrra proteins may be increased (angiotensinogcn/renin substrate, alpha-I-antitrypsin,

cenrloplasmin).

4. Increased plasma l-[DL and HDL, subtraction concentrations, reduced LDL cholesterol

concentration, increased triglyceride levels.

5. Impaired glucose tolerance.

6. Reduced response to metyrapone test.

7. Reduced serum folate concentration.
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Carcinogenesis. Mutagenesis, and Impairment of Fertility

Long-term, continuous administration of natural and synthetic csttogens in certain animal species

increases the frequency of carcinomas of the breast, cervix, vagina, testis, and liver (see

CONTRAINDICATIONS and WARNINGS).

Pregnancy Category X

Estrogens should not be used dining pregrancy There is no indication for estrogen diet-apy during

pregnancy or during the immediate postpartum period. Estrogens are ineffective for the prevention or

treatment of threatened or habitual abortion. Estrogens are not indicated for the prevention of

postpartum breast engagement.

Estrogen therapy during pregnancy is associated with an increased risk of congenital defects

in the reproductive organs of the fetus, and possibly other birth defects. Studies of women who

received diethyistilbestrol (DES) during pregnancy have shown that female

offspring have an increased risk of vaginal adenosis, squamous cell dysplasia of the uterine cervix1

and clear cell vaginal cancer later in life; male offspring have an increased risk of

urogenital abnormalities and possibly testicular cancer later in life. The 1985 DES Task Force

concluded that use of DES during pregnancy is associated with a subsequent increased risk of breast

cancer in the mothers, although a causal relationship remains unproven and the observed level of
excess risk is similar to that for a number of other breast cancer risk factors.

Nursing Mothers

Estrogen administration to nursing mothers has been shown to decreasc the quantity and quality of
the milk

Pediatric Use

The safety and effectiveness in pediatric patients have not been established.

Geriatric Use

The safety and cfiectiveness in geriatric patients (over age 65) have not been established.

ADVERSE REACTIONS

See WARNINGS and Boxed Warning regarding the potential adverse effects on the fetus, the

induction of malignant neoplasms, gallbladder disease, cardiovascular disease. elevated blood

pressure, and hypercalcemia.

The most cormnonly reported systemic adverse event to the Vivelle system in two l2 week

_ controlled clinical trials was headache. This occurred in approximately 36% ofpatients treated with

active systems and in 30% ofpatients treated with placebo. The most common topical adverse

events in these trials were erythema and pruritus at the application site. Most cases were considered

mild Fewer than 5% ofpatients on active drug at the final visit of the study had reactions of greater

than mild intensity. Rash was reported in approximately 5% ofpatients treated with active systems

and in approximately 4% of patients treated with placebo in these trials. Two patients out of 356
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werediscontinuedfiomthctrialsduetoskin

irritation/erythema.

In a 2-year controlled trial, back pain was reported in 13% of patients treated with the Vivelle

system and 4.5% of patients treated with placebo. Local application site reactions (patch site

erythema, itching, rash, burning, irritation) were reported in approximately 9% of patients treated

with active systems and 10% of patients treated with placebo. In most cases the local application

site reactions were considered mild; none was considered severe. Two patients out of 259 were

discontinued fi'om the trial due to local application site reactions. Vaginal bleeding and toast

tenderness were more common in the highest dose grmrp (0.1 rug/day) than in the three other active

treatment groups or in placebo-treated patients.

The following additional adverse reactions have been reported with” estrogen therapy:

I. Genitourinary system. Changes in vaginal bleeding pattern and abnormal withdrawal bleeding

or flow, breakthrough bleeding, spotting; increase in size of uterine leiomyomata; vaginal

mndidiasis; change in amount ofcervical secretion.

2. Breasts. Tenderness, enlargement.

3. Gastrointestinal. Nausea. vomiting; abdominal crarnps, bloating; cholestatic jaundice;

gallbladder disease.

4. Skin. Chloasma or melasma - that may persist when drug is discontinued; erythema

multiforme; erytherna nodosum; hemorrhagic eruption; loss of scalp hair, hirsutism.

5. Eyes. Steepening ofeomeal cmvanue; intolerance to contact lenses.

6. Central Nervous System. Headache, migraine, diziness; mental depression; chores.

7. Miscellaneous. Increase or decrease in weight; reduced carbohydrate tolerance;

aggravation ofporphyria; edema; changes in libido.

Post-Marketing Adverse Events

Although a causal relationship with Vivellc has not been established, adverse events

reported from marketing experience include: isolated reports of anaphylaxis, rare elevated liver

fimction tests, and reports of leg pain.

OVERDOSAGE

Serious ill effects have not been reported following acute ingestion of large doses of

estrogen-containing oral contraceptives by young children. Overdosage of estrogen may cause

nauseaand vonfifingandwithdrawal bleeding myocan'infemales.

DOSAGE AND ADMINISTRATION

The adhesive side of the Vivelie system should be placed on a clean, dry area of the tnmk of the

body (including the abdomen or buttocks). The Vivelle system should not be applied to the

breasts. The Vivclle system should be replaced twice weekly. The sites of application must be
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rotated. with an interval of at least 1 week allowed between applications to a particular site. The area

selected should not be oily. damaged, or irritated. The waistline should be avoided, since tight

clothing mayrub the system oft". Thesystcmshouldbeapplied immediatelyafieropeningthepwch

and removing the protective liner. The system should be pressed firmly in place with the palm ofthe

hand for about 10 seconds, making sure there is good contact, especially around the edges. In the

eventthatasystemshouldfallofilthesamesystemmaybereappliedlfnecessaryfinewsystern

may be applied. In either use, the original treatment schedule should be continued.

Initiation of Therapy

For treatment of rnoderate-to—sevcre vasomotor symptoms and vulvar and vaginal atrophy

associated With the menopause, start therapy with Vivelle estradiol transdcrmal system

0.0375 mg/day applied to the skin twice weekly. In order to use the lowest dosage necessary for the

control of symptoms, decisions to increase dosage should not be made until alter the first month of

therapy. Attempts to discontinue or taper medication should be made at
3-month to 6-month intervals.

In women not currently taking oral estrogens or in women switching fiom another

estradiol transdermal therapy, treatment with the Vivelle esttadiol transdcmial sys1cm may be initiated

at once. In women who are currently taking oral estrogens, treatment with the Vivelle estradiol

transdermal System should be initiated l week after withdrawal of oral hormone replacement

therapy. or sooner if menopausal symptoms rwppwr in less than I week.

For the prevention ofpostmenopausal osteoporosis, the minimum dose that has been shown to be

effective is the 0.025 mg/day system. The dosage may be adjusted as necessary. Reproductive

system-associated adverse events were encountered more frequently in the highest dose group (0.1

mg/day) than in other active treatment dose groups or in placebo-treated patients.

Therapeutic Regimen

Vivelle may be given continuously in patients who do not have an intact uterus In those patients with

an intact uterus, Vivelle may be given continuously or on a cyclic schedule (cg, three weeks on drug

followed by One week ofi“drug) with a progestin.

HOW SUPPLIED

Vr'vdle estrudr'al transdermal system 0.025 rug/day — each 7.25 cm2 system contains 2. l 7 mg of

_ estradiol USP for nominal" delivery of 0.025 mg ofestradiot per day

Patient Calendar Pack of 8 systems...............................................NDC 0078-0348-42

Carton of 6 patient Calendar Packs of 8 systems................................NDC 0078-0348444

Vivelle estradial transdemal system 0.03 75 rag/day - each l 1.0 cm2 system contains 3.28 mg
ofestradiol USP for nominal" delivery of 0.0375 mg ofestradiol per day.

Patient Calendar Pack of 8 systems ............................................................... NDC 0083-2325-08

Carton of 6 Patient Calendar Packs of 8 systems ........................................... NDC 0083-2325-62

Carton of 24 systems ................................................................................... NDC 0083-2325-25
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Viva”: estradr'ol transdermal system 0. 05 nag/day - each 14.5 cm2 system contains 4.33 mg of

estradiol USP for nominal“ delivery of 0.05 mg ofestradiol per day.

Patient Calendar Pack of 8 systems ............................................................... NDC 0083-2326-08

Carton of6 Patient Calendar Packs of 8 systems ........................................... NDC 0083-2326-62

Canon of 24 systems .................................................................................... NDC 0083-2326-25

Viva”: estradr'ol transdermal system 0.075 rug/day - each 22.0 01112 system contains 6.57 mg of

estradiol USP for nominal" delivery of0.075 mg ofestradjol per day.

Patient Calendar Pack of 8 systems ............................................................... NDC 0083-2327-08

Carton of6 Patient Calendar Packs of 8 systems ........................................... NDC 0083-2327-62

Carton of 24 systems ................................................................................... NDC 0083-2327-25

V‘rvelle esrradiol transdermal system 0.1 rug/day - each 29.0 cm’ system contains 8.66 mg of

estradiol USP l‘m nominal“ delivery of0.] mg ofestradiol per day.

Patient Calendar Pack of 8 systems ............................................................... NDC 0083-2328-08

Carton of6 Patient Calendar Packs of 8 systems ........................................... NDC 0083-2328-62

Carton of 24 systems ................................................................................... NDC 0083-2328-25

*Sce DESCRIPTION

Do not store above 86°F (30°C). Do not store unpouched. Apply immediately upon removal fiom

the protective pouch.

REV: Aug 2000 12000-08
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Information for the Patient T2ooo-09

Vivelle-

estradiol transdermal system

Rx only

 

 ESTROGENS INCREASE THE RISK OF CANCER OF THE UTERUS IN WOMEN

\VHO HAVE HAD THEIR MENOPAUSE ("CHANGE OF LIFE").

If you use any estrogen-containing drug, it is important to visit your doctor regularly and report any

unusual vaginal blwding right away. Vaginal bleeding after menopause may be a waming sign of
uterine cancer. Your doctor should evaluate an unusual va 'nal bleedin to find out the cause.

  
 

 

  

INTRODUCTION

Your doctor has prescribed the Vivelle system for the treatment of your menopausal symptoms and

to help prevent osteoporosis. During menopause, production of estrogen hormones by your body

decreases Well below the amounts nomrally produced during your fertile years. In many women this

decrease in estrogen production causes micomfortable symptoms, most noticeably hot flushes and

sleep disturbance. Estrogens can be given to reduce or eliminate these symptoms and help prevent

osteoporosis.

The Vivelle system that your doctor has prescribed for you releases small amounts of

cstradiol through the skin in a continuous way. Estradiol is the same hormone that your ovaries

produce abundantly before menopause. The dose of estradiol you require will depend upon your

individual response. The dose is adjusted by the size of the Vivelle

system used; the systems are available in five sizes.

INFORMATION ABOUT VIVELLE

How V'rvelle works

Vivelle contains cstradiol. When applied to the skin as directed below, the ViveIIe system releases

estradiol, which flows though the skin into the bloodstream.
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fkwvamdMWhuatblthyVfimflb

Each system is individually sealed in a protective pouch. Tear open this pouch at the indentation (do

not use scissors) and remove the system.

 
A stiffprotective liner covers the adhesive side of the systan—the side that will be placed against your

skin. 'l'hislinermustberemovedbeforeapplyingthesystem. Holdtheunitwiththepotectiveliner

fieingyou.

 
Peel Off one side of the protective liner and discard it Try to avoid touching the sticky side of the

system with your fingers.

 
Usingtheotherhalfofthelina'asahandle,applythestickysideofthesystemtoadrymofthe

skin onthemmkofthebodyfinchidingthe abdomenorbuttocks). Press the sticky side on the skin
andsmoothdown.
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Fold back the remaining side ofthe system. Grasp the straight edge of the protective liner and pull it

ofl' the system.

 
Some women may find that it is more comfortable to wear Vivelle on the buttocks Do not apply

Vivelle to your breasts. The sites of application must be rotated, with an interval of at least 1 week

allowed between applications to a particular site. The area selected should not be oily, damaged, or

irritated Avoid the waistline. since tight clothing may rub the system off. Apply the system

immediately after opening the pouch and removing the protective liner. Press the system firmly in

place with the palm of your hand for about 10 seconds, making sure there is good contact. especially

around the edges.

TheVivellesystemshouldbewomcontinuouslyuntilitistimetoreplaceitwithanew

system You may wish to experiment with difl'erent locations when applying a new system. to find

ones that are most comfortable for you and where clothing will not rub on the system.

When toApply Vivelle

The Vivelle system should be replaced twice weekly. Your Vivelle package contains a

calendar checklist to help you remember a schedule. Mark the 2-day schedule you plan to fol low.

Always change the system on the 2 days of the week you have marked.

When changing the system, remove the used Vivelle system and discard it. Any

adhesive that might remain on your skin can be easily rubbed off. Then place the new Vivelle system

on a different skin site. (The same skin site should not be used again for at least lweek after

removal of the system.)
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Please note: Contact with water when you are bathing, swimming, or showering will not

afiectthesystem. lntheeventthatasystemshouldfallofi;putthissamesysternbackonand

continue to follow your original treatment schedule. If necessary, you may apply a new system but

eontimre to follow your original schedule.

Benefits of treatment with Vivella

Regular use of the Vivelle twice weekly offers relief of moderate-to-sevrae symptoms of menopause

and helps to prevent osteoporosis. Small quantities of the naturally counting hormone estradiol

are absorbed through the skin fiom the Vivelle system, ensuring a continuous supply of circulating

hormone in the body.

USES OF ESTROGEN

To reduce moderate or severe menopausal symptom. Estrogens are hormones produced by the

ovaries'lhcdecreaseinthc arnotmtofesnogenthatoccmsinallwommusuallybetwwnagesfi

and 55, causes the menopause. Sometimes the ovaries are removed by an operation, causing

"surgical menopause." When the amount of estrogen begins to decrease, some women develop very

uncomfortable symptom, such as feelings of warmth in the face, neck, and chest or sudden intense

episodes of heat and sweating ("hot flashes"). The use of drugs containing cstrogens can help the

body adjust to lower estrogen levels.

Some women have only mild menopausal symptoms, or none at all, and do not need

estrogen therapy for those particular symptoms. Other women may need estrogens for a few months

while their bodies adjust to lower estrogen levels. For the treatment of menopausal symptoms only,

most women need estrogen replacement therapy for no longer than
6months.

To treat vulvar and vaginal atrOphy (itching, bunting, dryness in or around the vagina.

difficulty or burning on urination) associated with menopause.

To treat certain conditions in which a young waman ’s ovaries do not produce enough

estrogen naturally.

To help prevent osteoporosis (thinning of bones). Osteoporosis is a thinning of the bones that

makes them weaker and allows them to break more easily. The bones of the spine, wrists and hips

break most ofien in osteoporosis. Both men and women start to lose bone mass alter about age 40,

but women lose bone mass faster alter the menopause. Women who are likely to develop

osteoporosis often have one or more of the following characteristics: white or Asian race, slim,

cigarette smokers, and a family history of osteoporosis in a mother, sister, or aunt. Women who

have relatively early nmopause, oflen because their ovaries were removed during an operation

(surgical menopause), also are more likely to devel0p osteoporosis than women whose menopause

happens at the average age.

Using estrogens after the menopause slows down bone thinning and may prevent bones fiom

breaking. Lifelong adequate calcium intake, either in the diet (such as dairy products) or by calcium

supplements (to reach a total daily intake of 1000 milligrams per day before menopause or 1500

milligrams per day after menOpause), may help to prevent osteoporosis. Regular weight-bearing
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exercise may also help to prevent osteoporosis. Before you change your calcium intake or armise

habits, it is important to discuss these lifestyle changes with your doctor to find out if they are safe for

you. .

WHEN ESTROGENS SHOULD NOT BE USED

During pregnancy. If you think you may be pregnant, do not use any form of estrogen-

containingclmg.Usingestrogenswhileyouarepregnantmaycauseyomtmbomchildtohavebirth

defects. Estrogens do not-prevent miscarriage (spontaneous abortion) and are not needed in the days

following childbirth If you take sstrogens during pregnancy, your unbom child has a greater than

usual chance of having birth defects. The risk of developing these defects is small, but clearly larger
than the risk in children whose mothers did not take

estrogens during pregnancy. These birth defects may affect the baby's urinary system and sex organs.

Daughters born to mothers who took DES (an estrogen drug) have a higher

than usual chance ofdeveloping cancer ofthe vagina or cervix when they become teenagers or young

adults. Sons may have a higher than usual chance of developing cancer of the

testicles when they become teenagers or young adults.

.{f you have unusual vaginal bleeding which has not been evaluated by your doctor (see

Boxed Warning). Unusual vaginal bleeding can be a wanting sign ofcaneer of the utems, especially

if it happens alter menopause. Your doctor must find out the cause of the bleeding so that he or she

can recommend the proper treatment. Taking cstmgcns without visiting your doctor can cause you

serious harm ifyom' vaginal bleeding is caused by cancer ofthe uterus.

U"you have had cancer. Since estrogens increase the risk ofcertain types ofcancer, you should not

use estrogens ifyou have or have ever had cancer ofthe breast or uterus.

ifyou have any circulation problem. Estrogen therapy should be used only after consultation

with your doctor and only in recommended doses. Patients with current or past abnormal blood

clotting should not use estrogens (see DANCERS 0F ESTROGENS, below).

When they are inefl'ective. During menopause, some women develop nervous symptoms or

depression. Estregens do not relieve these symptoms. You may have heard that taking estrogens for

years after menopause will keep your skin soft and supple and keep you

feeling young There is no evidence for these claims and such long-term estrogen use may have
serious risks.

After childbirth or when breastfeeding a baby. Estrogens should not be used to try to stop the

breastsfiom fillingwithmilkafierababyisbom. Such mmtentmayincrcasctheliskofdevcloping

blood clots (see DANCERS 0F ESTROGENS, below).

If you are breastfeeding. you should avoid using any drugs because many drugs pass through

to the baby in the milk. While nursing a baby, you should take drugs only on the advice of your
healthcare provider.
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DANGERS OF ESTROGENS

Cancer ofthe uterus. The risk of developing cancer of the uterus gets higher the longer estrogens

are used and when larger doses are taken. One study showed that when

estrogens are discontinued, this increased risk ofcancer seems to fall ol‘fquickly. 'I‘luee other studies

showed that theriskforuterinecancerstayed high for8 tomorethan l5 yearsaflerstopping

estrogen treatment. Because of this risk, it is important to take the lowest dose that works and to

take it only as long as you need it. Using pmgestin therapy together with

estrogen therapy may reduce the higher risk of uterine cancer related to estrogen use

(see OTHER INFORMATION, below).

If you have hid your uterus removed (total hysterectomy), there is no danger of developing
cancer of the uterus.

Cancer of the breast. The majority of studies have shown no association between the usual doses

used for estrogen replacement therapy and breast cancer. Some studies have

suggested a possible increased incidence of breast cancer in women taking estrogens for prolonged

periods of time, especially in excess of 10 years ifhigher doses are used.

Regular breast examinations by a health professional, and monthly self-examinations,

are recommended for women receiving estrogen therapy, as they are for all women.

Gallbladder disease. Women who use cstrogens after menopause are more likely to

develop gallbladder disease needing surgery than women who do not use estrogens.

Abnormal blood clotting. Taking estrogens may incrmse the risk of blood clots. These clots can

cause a stroke, heart attack, or pulmonary embolus, any of which may cause death or long term

serious disability.

SIDE EFFECTS

In addition to the risks listed above, the following side elTects have been reported with

estrogen use:

0 Headache.

o Nausea and vomiting.

0 Breast tenderness or enlargement.

0 Enlargement of benign tumors ("fibroids") of the uterus.

- Retention of excess fluid This may make some conditions worsen, such as asthma, epilepsy,

migraine, heart disease, or kidney disease.

0 A spotty thrkening ofthe skin. particularly on the face. Skin irritation, redness, or rash may

occur at the site ofapplication.

0 Back pain.

I Vaginal spotting or bleeding.
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In Postmarketing experience, although a causal relationship with Vivelle has not been

established, isolated rcports of anaphylaxis as well as rare reports of elevated liver firnction tests have
been received.

REDUCING RISK OF ESTROGEN USE

Ifyouuseeflrogensyoucanreduceyomrisksbydomgthesetifings:

See your doctor regularly. While you are using estrogens, it is important to visit your doctor at

least once a year for a check-up. If you develop vaginal bleeding while taking estrogens, you may

need further evaluation If members of your family have had breast cancer or if you have ever had

breast lumps or an abnonnal mammogram (breast x—ray), you may need to have more frequent
breast examinations.

Reassess your needfor estrogens. You and your doctor should reevaluate whether or not you still

need estrogens at least every six months.

Be afen for signs of trouble. Report these or any other unusual side effects to your doctor

immediately

- Abnomtal bleeding fiom the vagina.

I Pains in the calves or chest. sudden shortness of breath or coughing blood (indicating possible

clots in the legs. heart, or lungs).

0 Severe headache. dim'ness faintness, or changes in vision (indicating possible clots in the brain

or eye).

0 Breast lumps.

I Yellowing of the skin or eyes

0 Pain, swellingortendernessintheabdomen.

- Skin irritation, redness, or rash.

OTHER INFORMATION

If your moms has not been removed. your doctor may choose to prescribe a progestin, a

different hormonal drug to be used in association with estrogen treatment. Progestins lower the risk

of developing endometrial hyperplasia, a possible precancerous condition of the

uterine lining, which may occur while using estrogen. "There are possrble additional risks that may be

associated with the inclusion of a progestin in estrogen treatment. The possible risks include

unfavorable effects on blood fats and sugars, as well as a possible firrther increase in breast cancer

risk that may be associated with long-tenn estrogen use.

Some research has suggested that strogen taken without progestirtr may protect women

against developing heart discase. However, this effect of estrogen is not certain.

You are cautioned to discuss very carefully with your doctor or healthcare provider all the

possible risks and benefits of long—term estrogen and progestin treatment. as they affect you

personally.
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Your doctor has prescribed this drug for you and you nIOne. Do not give the drug to

anyone else.

Kocpthisandalldmgsoutofthereachofchildren.lncaseofoverdose,removethe
system and call your doctor, hospital, or poison control Center immediately.

This leaflet providms a summary of the most important infonnafion about estrogens If you
want more infonnafion, ask your doctor or pharmacist to show you the professional labeling.
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11 Firstfield Road

Gaithersburg MD 20878-1704 USA
Phone: 301-975—9400

Fax: 301-975-0702

Email: infofoi@foiservices.com

Do you need additional U.S. Government information?

Since 1975, FOI Services. Inc has specialized in acquiring government files using the Freedom of

Information Act. We have millions of pages of unpublished documentation already on file and available for
immediate delivery.

Many of the documents you need are available for immediate downloading at:

www.foiservices.com

Unless specified otherwise. all of FOI Services' documents have been released by the U.S. Government under the provisions of the
Freedom of Information Act and are therefore available to the general public. FOI Services. Inc. does not guarantee the accuracy of
any of the information in these documents; the documents will be faithful copies of the information supplied to FOI Services. Inc.
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