
AFFIDAVIT 
Stale of Maryland, Montgomery County 

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

I am the president of F.O.L, Inc. d/b/a FOI Services, Inc. ("FOI Services"). 

2. FOI 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, U.S.A. 

3. FOI 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 ("FOI A") in all categories of products regulated by FDA, including drugs, biologies, 
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 U.S. courts have accepted our documents as 
true copies of official FDA documents. 

4. FOI Document # 5210567A (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 FOI Services from FDA as publicly available, incorporated into the FOI 
Services publicly available files, and was subsequently provided by FOI Services to a third party at 
least as early as 09/13/2004. 

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. 1 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 
Slates Code. 

Marlene S. Bobka 

/Vu^us'b ^ .  c ^-DlT 
Date ^ 
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SUBSCRIBED AND SWORN before me on 

YESEN1A SANCHEZ BUSTOS 
NOTARY PUBLIC 

MONTGOMERY COUNTY 
MARYLAND 

MY COMMISSION EXPIRES MAY 03.2021 

Notary Public 

My commission expires: p ZoZ t 
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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/S23 Approval Letter; 
Labeling 

This document was provided by: FOI Services, Inc 
11 Firstfield Road 
Gaithersburg MD 20878-1704 USA 
Phone: 301-975-9400 
Fax: 
Email: 

301-975-0702 
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. fols ervices. com 

Unless specified otherwise, a!! 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 no! 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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4 MPARTMENT OF H EALTH AND lilMAN SRRVICES Public Health Service 
Center for Drug F.valuatioii and Research 
Office of Regulatory Policy 
Division of Information Disclosure Policy 
5e>00 Fishers Lane. HFD-13 
Rockville. Maryland 20S57 HOVO 5 20W 

October 28, 2004 

In Response Refer to File: FU3-10620 

FOI Services Inc. 
11 Firstfield Road 
Gaithcrsburg, MD 20878-1704 

Dear Requestor, 

This is in response to your request of July 31, 2003. in which you requested information on the 
approval for Vivellc, NDA 21 -167 and NDA 20-323/S023, your control number 5210567. Your 
request was received in the Center for Dmg Evaluation and Research on August 1, 2003. 

The documents you have requested are enclosed. 

Computer time $0) will be Charges of ^Search S9.00, Review $0, Reproduction 
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 in writing of your specific 
prob[em(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 of Information Disclosure Policy, EIFD-13 

line: NDA 21-167 and NDA 20-323/S023 23(ipages 
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CENTER FOR DRUG EVALUATION AND 
RESEARCH 

APPLICA TION NUMBER: 
21-167 

APPROVAL LETTER 
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NDA 21-167 
NDA 20-323/5-023 

Novartis Fhannaceuticats Corporation 
Attention: Lynn Mellor 
Associate Director, Drug Regulatory Affairs 
59 Route 10 
East Hanover, New Jersey 07936-1080 

Dear Ms. Melfor: 

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

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

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

This 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 of prevention of postmenopausal osteoporosis. 

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 draft labeling (package insert 
submitted August 14,2000, patient package insert submitted August 14,2000, immediate container 
labels submitted April 19,2000, and backing labels submitted July 26,2000). Marketing the product 
with FPL that is not identical to the approved labeling text may render the product misbranded and 
an unapproved new drug. 

I 

Piease submit 20 paper copies of the FPL as soon as it is available, in no case more than 30 days 
after it is printed. Please Individually mount ten of the copies on heavy-weight paper or similar 
material. Alternatively, you may submit the FPL eleetrodicaJly according to the guidance for 
industry titled Providing Regulatory Submissions in Electronic Formal - NDAs (January 1999). For 
administrative purposes, this submission should be designated "FPL for approved NDA 20-323/ 
S-023." Approval of this submission by FDA is not required before the labeling is used. 
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NDA 21-167 
NDA 20-323/S-023 
Page 2 

Be advised that, as of April 1,1999, ail applications for new active ingredients, new dosage forms, 
new indications, new routes of administration, and new dosing regimens are required to contain an 
assessment of the safety and effectiveness of the product in pediatric patients unless this requirement 
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 21 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 draft or mock-up form, not final 
print. Please submit two copies to the Division of Reproductive and Urologic Drug Products 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, ail 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-5S0), not to NDA 21-167. In the future, no 
submissions should be made to NDA 21-167. 
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NDA 21-167 
NDA 20-323/S-023 
Page 3 

If you have any questions regarding NDA 20-323/S-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, 

m 
John K Jenkins, M.D. 
Acting Director 
Division of Metabolic and 
. Endocrine Drug Products 
Office of Drug Evaluation D 
Center for Drug Evaluation and Research 
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NDA 21-167 
NDA 20-323/S-023 
Page 4 
cc: 
ArchivaJ NDA 21-167 

NDA 20-323/S-023 
HFD-510/Div. Files 
HFD-580/Div. Files 
HFD-510/WKoch 
HFD-510/Revicwers and Team Leaders 
HFD-580/DMoore/S Allen 
HFD-5 80/Reviewers and Team Leaders 
HF-2/McdWatch (with labeling) 
HFD-002/ORM (with labeling) 
HFD-102/ADRA (with labeling) 
HFD-I02/Post-Marketing PM 
HFD-104/Pcds/V.Kao (with labeling) 
HFD-104/Peds/T.Crescenzi (with labeling) 
HFD-42/DDMAC (with labeling) 
HFl-20/Prcss Office (with labeling) 
HFD-400/OPDRA (wi^h labeling) 
HFD-613/OGD (with labeling) 
HFD-095/DDMS-IMT (with labeling) 
HFD-820/DNDC Division Director 
DISTRICT OFFICE 

Drafted by: WKoch/08.07.00 
Initialed by: EGalliers/08.10.00 
final: WKoch/08.14.00 
filename: C;/Windows/Desktop/NDA21167/LTRapNDA.doc 

APPROVAL (AP) 
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NDA 21-167 
Vivclle (estradiol transderma] system), 0.025 mg, 0.0375 rag, 0.05 mg, 0.075 mg & 0.1 mg 

The preceding Action Letter has bees reviewed by the undersigned; 

Discipline j^Signature Name Date 

f/s-/ " B. Schneider, M-D. Medical Officer /s/ of. 

A' r  
E. Colman, M.D. Medical Team 

Leader /s/ iro 

/S/ l ElHage, Ph.D. Phannacology Team 
Leader 

/S/ J[ll5}oo 
%/lS'l<n) 

M- Ortwerth. Ph.D. Chemist 

M. Rhee, Ph.D. /s/ Chemistry Team 
Leader I 

ISl R Shore, Pharm.D. Biopharmaceutics " "ihelOO 

1 H- Ahn, Ph.D. Biopharmaceutics 
Team Leader <?/»/ /s/ O-J 

/s/ S. Wang, Ph.D. Biometrics 2 
reviewer 

T. Sahlroot, Ph.D. Biometrics 2 
Team Leader 

Chief, Project Mgt. 
Staff 

E. Galliers 

o Acting Division 
Director 

J. Jenkins, M.D. V 
^ i i  t y f j )  

C\ C\ -| r\ 
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CENTER FOR DRUG EVALUATION AND 
RESEARCH 

APPLICA TION 
21-167 

APPROVED LABELING 

oou ����



('> NOVARTIS 
T2000-08 
89008101 

Vivelle* 
estradiol transdermal system 

Continuous delivery for twice-weekly application 

Rx only 

Prescribing Information 

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 endometna! sampling when indicated, should be undertaken to rule out malignancy in all 
cases of undsagnosed persistent or recurring abnormal vaginal bieedmg. There is no evidence that 
"natural" estrogens are more or less hazardous than "synthetic" estrogens at equiestrogenic doses. 

DESCRIPTION 
The Vivelle estradiol transdermal system contains estradiol in a multipolymeric adhesive. The system 
is designed to release estradiol continuously upon application to intact skin. 

Five systems are available to provide nominal in vivo delivery of0.025,0.0375,0.05,0.075, 
or 0.1 mg of estradiol per day via skin of average permeabitity. Each corresponding system having an 
active surface area of7.25,11.0, 14.5,22.0 or 29.0 cm2 contains 2.17,3.28,4.33,6.57, or 
8.66 mg of estradiol USP, respectively. The composition of tire systems per unit area is 
identical. 

Estradiol USP is a white, ciystalline powder, chemically described as estra-1,3,5 
(I0}-triene-3,170-diol. 

The structural formula is 

lH 

j Q 
H 

wrv 

The molecular formula of estradiol is 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 (1) a translucent flexible film consisting of an ethylene 
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Page 2 

vinyl alcohol copolymer film, a polyurethsne film, urethane polymer arid epoxy resin, (2) an adhesive 
foitnulatioa oontaming estradiol, aoylic adh^ive, polyisobutylene, e<hylenc vinyl acetate copolymer, 
1,3 butylene glycol, styrene-botadierie 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. 

(1) Backing 
(2) Adhesive containing estradiol 
(3) PnstecHvs liner 

The active componenl of the system is estradiol. The remaining components of the 
system are phaxmacologically inactive. 

CLINICAL PHARMACOLOGY 
Viveile system provides systemic estrogen replacement therapy by releasing estradiol, the major 
estrogenic 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 equilibrium of metabolic 
mterconversions, estiadiol is the principal intracellular human es&ogen and is substanhalty 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 jig of estradiol daily, depending on the phase of the menstrual cycle. After menopause, 
most endogenous estrogen is produced by conversion of androstenodione, secreted by the adrenal 
cortex, to estrone by peripheral tissues, 
sulfate conjugated form, estrone sulfate, are the most abundant circulating estrogens in 
postmenopausal women. 

Circulating estrogens modulate the pituitary secretion of the gonadotropins, luteinizing 
hormone (LH) and follicle stimulatmg honnone (FSII) through a negative feedback mechanism and 
estrogen replacement therapy acts to reduce the elevated levels of tliese 
honrsones seen in postmenopausal women. 

Thus, estrone and the 

Pharmacokinetics 

Absorption 
In a multiple-dose study consisting of three consecutive patch applications of the Viveile 
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 estiadiol doses of approximately 
0.0375 mg/day and 0.1 mg/day were applied to abdominal application sites while the 0.1 mg/day 
doses were also applied to sites on the buttocks. These systems increased estradiol 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 
observed following application to the buttocks. At the same time, increases in estrone plasma 
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concentrations averaged about 12 and 50 pgAnL, respectively, following application to the abdomen 
and 61 pg/niL for the buttocks. While plasma concentrations of estradiol md ssimm iraained 
slightly above baseline at 12 hours following removal of the patches in this study, results from another 
study show these levels to return to baseline values wisliin 24 houes following removal of the patches. 

Use figure (see Figure I) illustrates the mean plasma concentrations of estradiol at steady-
state during application of these patches at four different dosages. 

Figure 1. St«ady-State Estradiol Plasma Concentrations 
for Systams Applied to the Abdomen 

NonbiseltoB-corrected levafs 
• S.l mg/day 
X 0.075 mg/day 
A 0.C5 mg/day 
• 0.0375 mg/day 

120-, 

I m~ -» 

* * c 
.2 60 -A. 4 I E 40 % I S 2D — 
U 

I i 0 x 
3 0 I 2 

Time (days) 
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The corresponding pharniacoksnetic parameters are summaiized in the table below. 

Steady-State Estradiol Pharmacokinetic Parameters 
for Systems Applied to the Abdomen {mean ± standard deviation) 

Nonbasefine-corrected data* 

Cni,(84 hr)s 

(po/mL) 
30 110 
41 ± 11* 
SO ± 24 
90 t 44 
85 ±47 

C™1 

(pg/oaU 
46 116 
83 ±41 
99*35 

133 ±51 
145 ±71 

c * 
(Po/mU 
34 t 10 
57 ± 23* 
72 ±24 
39 ± 38 

104 ± 52 

Dosage 
IsnaMaiJ 
0.0375 
0.05 
0.075 
0.1 
0.1* 

'Mean baseline estradiol concentration = 11,7 pg/ml 
'Peak plasma concentration 
'Average plasma concentration 
'Minimum plasma concentration at 84 tw 
"Measured over 80 hr 
^Applied to the buttocks 

Distribution 
Hie distribution of exogenous esteogens is similar to that of endogenous estrogens. Estrogens are 
widely distributed in the body and are generally found in higher concsentetions in the sex hormone 
target organs. Estradiol and other naturaliy ocairring estrogens are bound mainly to sex hormone 
binding globulin (SHBG), and to a lesser degree to albumin. 

Metabolism 
Exogenous estrogens ate metabolized in the same manner as endogenous estrogens. Circulating 
estrogens exist in a dynamic equilibrium of metabolic intcrconversions. These transformations take 
place mainly in the liver. Estradiol is converted reverabty to estrone, and both can be converted to 
estriol, which is the major urinary metabolite. Eslrogens also undago enterohepatk reciiculation via 
sulfate and ghrcuronide conjugation in the liver, biUaiy secretion of conjugate into the intesdne, and 
hydrolysis in the gut followed by reabsorptioa 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 of more active estrogens. 

Excretion 
Estradiol, estrone, and estriol are excreted in the urine along with glucuronide and sulfate conjugates. 
Studies conducted with the Vivelle system show the drag has an apparent mean half-life of 4.4 ± 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 Vivdle system has been studied only in healthy postmenopausal women (approximately 90% 
Caucasian). The ViveUe system has not been studied in patients with renal or hepatic impairment. 

Drug Interactions 
No drug interaction studies were conducted with the Vivdle 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 0.075 and 0.1 mg doses weir superior to 
placebo in relieving vasomotor symptoms at Week 4, and maintained efficacy 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 piscebo-controlled study in 255 patients was performed 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 11.5. Results at Weeks 4, 8, and 12 of treatment are shown in die 
figure below (see Figure 2). 
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Rgurc 2. 

Moan (SD) change from basetina In nrMan daily number of flushes for 
\hvelte 0.0375 mg wemis Piaoefeo in a •tS-weak trial. 

lAteek 8s Week 12' Week 4' 

O-i 

rt -2 -

2 
B 
2 
8 -4.9(4.8) 

rv=125 •s -6 •" ••5,0(5.0) 
i»=120 !-6.6{5.3) 

rt=U8 i B  . g „  

o -8.4(5.7) 
n-130 -9.4(56) 

n-izs 
Viveile 0.0375 mg/day 
Placebo 

c -10- -9.8(5.9) 
0=120 1 

S 
-12 J 

•Indicates slatisticaity significant difference (p<0 05) between Vivelle and placebo 

The 0.0375 mg dose was superior to placebo in reducing both the frequency and severity of 
vasomotor symptoms at Week 4 and maintamed efficacy through Weeks 8 and 12 of treatment 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 26 i hysterectomised (161) and non-hysterectomized (100), surgically or naturally menopausal 
women (within 5 years of menopause), with no evidence of osteopoiosis (lumbar spine bone tninera! 
density within 2 standard deviation of average peak bone mass, i.e., > 0.827 g/cm2) were enrolled in 
this study; 194 patients were randomized to one of the four doses of Vivelle (0.1, 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. Nonhysterectomized women received oral medroxy progesterone 
acetate (2.5 mg/day) throughout the study. 

The study population comprised naturally (82%) or surgically (18%) menopausal, hysterectomized 
(61%) or nonhystcrcctomizcd (39%) women with a mean age of 52.0 years (range 27 to 62 yeans; 
the mean duration of menopause was 31.7 months (range 2 to 72 months). Two hundred thirty two 
(89%) of randomized subjects (173 on active drug, 59 on placebo) contributed data to the analysis 
of percent change from baseline in bone mineral density (BMD) of the AP lombar spine, the primaiy 
efficacy variable. Patients were given supplemental dietary cakium (1000 mg elemental calcium/day) 
but no supplemental vitamin D. There was an increase in BMD of the AP lumbar spine in all Vivelle 
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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 (j><0.05) at all time points with the 
exception of ViveUe 0.05 mg/day at 6 months. The highest doss of Vivelle was superior to the three 
lower doses. There were no slatisfcally significant differences in palrwise comparisons among the 
three lower doses. (See Figure 3.) 

Rgura 3. Bon* mlnwal daraity - AP Lumbar spin* 
Least squares means cf percentage change Inxn baseline 

AM randomized patents with at least one post-basetine assessment avaiabte 
wWi last post-baselne observation carried forward 

I 
l 2 
•  0 "  

h—  — —  u  ' —-i.*. rl-LT 

•f 
X- - — - — «• 

3 * 
Waefcza Week 104 Wook52 Wee*36 

Trvebnent duration 

VFVftte O.lmgUay • • • * 'Vrvftln O.OSmg/day — — Vrveto 0.0375fti9Way 
Ptobo - - Vlvole Q 025m^fay 

Amlysis of percent chsmge from kiseline in femoral neck BMD, a 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 mixture 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 thro lower doses, and there were 
no significant differences among the three lower doses at this skeletal site. (See Figure 4). 

Ftgur* 4. Bon* mlntril density • Famoriil ntck 
Least squaras means of percentage ctaangs from baselm 

AH randomized patients with at least one post-beseiine sssessfflent fmOUt** 
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i A.8.&0 H P pOOS AjkCvaf: oO.tB A3.C.Dy«f.|>0.06 

I ' Z 0 
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W 

| :i  
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WsfJGfi ¥lte*78 WMllCH 
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VMlteO 1nV<t»y(A) VV»l»00SingM^(B) 
-•M- VfveJis 0 025mo«oy (D) —"—Piaoeho (P) 

~-A-- ViMlle 0  <q 
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The mean serum osteocafc-yi (a markra* of bone formadon) and unnary exaretson of cross-link N-
tsiopeplidsa of type 1 collagen (a marker of bone fesorpdon) decreased numericaUy in most of the 
active treatment groups relative to baseline. However, the decreases in both markets were 
inconsistent across treatment groups and the differences between active treatment groups and 
placebo were not statistically significant. 

INDICATIONS AND USAGE 
ViveUe* (estradiol transdenna] system) is indicated in the following: 
1. Treatment of moderaie-to-severe vasomotor symptoms associated with the menopause. 

2. Tiraterrat of vulvar and vagiml atrophy. 

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

4. Prevention of postmenopausal osteoporosis (in at risk patients). Estrogen replacement therapy 
reduces tons 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 arc 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 genetic factors (small build, family history), lifestyle 
(cigarette smoking, alcohol abuse, sedentary exercise habits) and nutrition (below average body 
weight and dietary calciiim intake). 

Essential to the prevention and management of osteoporosis are weight bearing exercise, 
adequate calcium intake. Postmenopaiisal women sbsort? dietary calcium less efficiently than 
premenopausal women and require an average of 1500 mg/day of elemental calcium to remain in 
neutral calcium balance. The average calcium intake in the USA in 400-600 mg/day. Therefore, 
when not contnaimiicated, calcium supplementadon may be helpful for women with suboptimal 
dietary intake. 

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

Estrogens should not be used in individuals with any of the following conditions: 
Known or suspected pregnancy (see PRECAUTIONS). Estrogen may cause fetal harm 
when administered to a pregnant woman. 
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 thrombophlebitis or thromboembolic disorders, or a documented history of these 
condition. 

WARNINGS 
Induction of Malignant Neoplasms. 

Breast cancer. Some studies have suggested a possible increased incidence of beast cancer 
in women taking estrogen therapy at higher doses for prolonged periods of lime, specially in excess 
of 10 years. The majority of studies, however, have not shown an association with the usual doses 
used for estrogen replacement therapy. Women on this therapy should have regular beast 
examinations and should be instructed in breast seif-exsmiaa^on. 

Endometrial cancer. The reported endometrial cancer risk among unoprposed estrogen 
users is about 2- to i 2-fold greater than in nonusers and appears dependent on duration of treatment 
and on estrogen dose. Most studies show no significant increased risk associated with the use of 
estrogens for less ten 1 year. Hie 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 after estrogen withdrawa). Concurrent progestin therapy may 
offset this risk, but the overall health impact in postmenopausal women is not known 
(see PRECAUTIONS). 

a. 

b. 

Congenital reproductive tract disorders. Estrogen therapy during pregnancy is associated c. 
with an increased risk of fete! congenital reproductive tract disoiders. In female offspring, there is an 
increased risk of vaginal adenosis, squamous cell dysplasia of the cervix, and clear cell vaginal cancer 
late in life; in males, urogemtal and possibly tetiaikr abnonnalities. Although some of these changes 
are benign, it is not known whether they are precursors of malignancy. 

Gallbladder Disease. Two studies have reported a 2- to 4-fold increase in the risk of 
surgically confirmed gaUbiadder disease in postmenopausal women receiving oral estrogen 
replacement therapy, similar to the 2-fold increase previously noted in users of oral 
contraceptives. 

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 iatge 
prospective clinical trial in rnsn to increase the risks of nonlatal myocardial infarction, puhnonary 
embolism, and thrombophlebitis. These risks cannot necessarily be extrapolated fom 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. 

Elevated Blood Pressure. Occasional blood pressure increases during estogen 
replacement therapy have been attributed to idiosyncratic reactions to estrogens. More often, blood 
pressure has remained the same or has dropped. Postmenopausal estrogen use docs not increase the 
risk of stroke. Nonetheless, Wood pressure should be monitored at regular intervals with estrogen 
use, especially if high doses are used. Ethinyl estradiol and conjugated estrogens have been shown to 
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increase renin substrate. In contest to these oral estrogens, transdeimally administered estradiol 
does not affect renin substrate. 

Hypercalcemia. Administration of estrogen may lead to severe hypercalcemia in patients 
with breast cancer and bone metastases. If this occurs, the drag should be stopped and appropriate 
measures taken to reduce the serum calcium level. 

PRECAUTIONS 

General 
I . Addition of a Progestin. Studies of the addition of a progestin for 10 or more days of a 
cycle of estrogen administration or daily in an estroger/progesfe continuous regimen have reported a 
lower incidence of endometrial hyperplasia than would be induced by estrogen treatment akme. 
Morphologic and biochemical studies of endometria 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 effect of estrogen therapy (see PRECAUTIONS, 
below); 

(2) impairment of glucose tolerance; and 

(3) possible enhancement of mitotic activity in breast epithelial tissue, although few epidemiologsc 
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 further 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. Furthermore, 
the effect of added progestins on this putative benefit is not yet known. 

In recent years, many published studies have suggested thai there may be a cause-effect 
relationship between postmenopausal oral estrogen replacement therapy without added progestins 
and a decrease in cardiovascular disease in women. Although most of the observational studio 
which assessed this statistical association have reported a 20% to 50% reduction in coronary heart 
disease risk and associated mortality in estrogesi takers, the 
following should be considered when interpreting these reports: 

(1) Because only one of these studies was randomised 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 slemfcr, more physically active, more likely to 
have undergorse surgical menopause, and less likely to have diabetes than the un&eated women. 
Although some studies attempted to control for these selection factors, it is common for propedy 
designed randomized trials to fail to confirm benefits suggested by less rigonms study designs. Thus, 
ongoing and future large-scale randomibax! trials may fail to confirm this apparent benefit 

(2) Current medical practice often mdisdes the use of concomitant progestin therapy in women 
with infect uteri (see PRECAUTIONS and WARNINGS). While the effects of added progestins 
on the risk of ischemic heart disease are not known, aU 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 arc also unteown, 
available epidemiologic evidence suggests that progestios 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 arc deemed candidates for 
hormone replacement should take progestins as wel! as estrogens. When considering prescribing 
concomitant estrogens and progestins for hormone replacement 
therapy, physicians and patients arc 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 pretrcatment and periodic physical examinabons should include 
special reference to blood pressure, breasts, abdomen, ami pelvic organs and should include a 
Papanicolaou smear. As a general rule, estrogen should not be prescribed for longer than one year 
without reexamining the patient 

4. Hypercoagulability. 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, postmenopausal women tend to have increased coagulation parameters at 
baseline compared to premenopausal women. Epidemiological studies, winch employed primary 
orally administered estrogen products, have suggested that 
hormone replacement therapy (HRT) is associated with an increased relative risk of 
developing venous thromboembolism (VTE), e.g., deep venous thrombosis or pulmonary embolism. 
Risk/benefit should therefore be carefully weighed in consultation with the patient when prescribing 
any form of I HIT to woman with a risk factor for VTE. 

5. Familial Hyperlipoproteinemia. 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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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 
dysfunction, require careful observation. 

6. 

Uterine Bleeding and Mastodynia. Certain patients may develop undesirable manifestations 
of estrogenic stimulation, such as abrionrial uterine bleeding and mastodynia 

8. Impaired Liver Function. Estrogens may be poorly metabofoiod in patients with impaiied 
liver fundion and should be administered with caution. 

information for the Patient 
See text of Patient Package insert, which appears after 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. 

Drug/Laboratory Test Interactions 
Some of these dnsgflaboratory test interactkms have been observed only with estrogert 
progestin combinations (oml contraceptives); 

1. Accderatod prothrombin time, partial thromboplastin time, and platelet aggregation time; 
increased platelet count; increased factors II, VII antigen, VTII antigen, VDl coagulant activity, IX, 
X, Xli, VII-X complex, II-YIIOC complex; and beta-thrombcsglcMin; decreased levels of anti-
factor Xa and andthrombin ID; decreased antithrombin m activity; increased levels of fibrinogen and 
fibrinogen activity, increased plasminogen antigen and activity. 

2. Increased thyroid-binding globulin (TBG) leading to increased circulating total thyroid 
hormone, as measured by protein-bound iodine (PBI), T4 levels (by column or by 
radioimmunoassay) or Tj levels by radioimmunoassay. resin uptake is decreased, reflecting the 
elevated TBG. Free Tj and tree T3 concentrations are unaltered. 

3. Other binding proteins may be elevated in serum, i.e., corticosteroid binding globulin (CBG), 
sex homrone-brnding globulin (SHBG), leading to increased eircuiating corticosteroids and sex 
steroids, respectively. Frse or biologically active hoimone concentrations are unchanged. Other 
plasma proteins may be increased (angiotensinogen/renin substrate, alpha-1 -antitrypsin, 
cerulopbsmiii). 

4. Increased plasma HDL and HDLj subfraction concentrations, (educed LDL cholesterol 
concentradon, 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 sdnmmmtion of natuni! and synthetic estrogens in certain animal species 
increases the frequency of carcinomas of the breast, cervix, vagina, testis, and liver (see 
CONTRAINDICATIONS and WARNINGS). 

Pregnancy Category X 
Estiogens should not be used during pregoaocy. Thee is no indication for estrogen therapy during 
pregnancy or during the immediate postpartum period. Estrogens are ineffective for the prevention or 
treaiineot of teeatened or habitual abortion. Estrogens are not indicated for the prevention of 
postpartum breast engorgement 

Estrogen therapy during pnsgfsancy 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 diethylstilbesbol (DES) during pregnancy have shown that female 
offspring have an increased risk of vaginal adenosis, squamous cell dysplasia of the ytsnne cervix, 
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 causa! 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 adtaninistrafion to nursing mothers has been shown to decrease 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 effectiveness in geriatric patients (over age 65) have not been established. 

ADVERSE REACTIONS 
See WARNINGS and Boxed WMning regarding the potential adverse effects on the fetus, the 
induction of malignant neoplasms, gallbladder disease, canliovascular disease, elevated blood 
pressure, and hypercalcemia. 

The most commonly reported systemic adverse event to the Vivelle system in two 12 week 
controlled clinical trials was headache. This occurred in approximately 36% of patients treated with 
active systems and in 30% of patients 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% of patients on active drag at the final visit of the study had reactions of greater 
than mild intensity. Rash was reported in approximately 5% of patients 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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were discontinued from the trials due to skin 
initabon/eiythema. 

In a 2-year contitilled trial, back pain was reported in 13% of patients treated with (he Vivelle 
system and 4.5% of patients treated with placebo. Local appIlcatioD sits reactions (patch site 
eiythema, itching, rash, burning, irritation) were reported in appmximatdy 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; noise was considered severe. Two patients out of 259 were 
discontinued from the trial due to local application site reactions. Vaginal bleeding and breast 
fertdemess were more common in the highest dose group (0.1 mg/day) than in the three other active 
treatment groups or in placebo-treated patients. 

The following additional adverse reactions have been reported with esSrpgen therapy; 

1. Genitourinary system. Changes in vaginal bleeding pattern and abnormal withdrawal bleeding 
or flow, breakthrough bleeding, spotting; increase in size of uterine leiomyomata; vaginal 
candidiasis; change in amount of cervical secretion. 

2. Breasts. Tenderness, enlargement, 

3. Gastrointestinal. Nausea, vomiting; abdominal cramps, bloating; cholestatic jaundice; 
gallbladder disease. 

4. Skin. Chloasma or melasma that may persist when drug is discontinued; erythema 
multiforme; erythema nodosum; honorrhagic eraption; loss of scalp hair, hinjutisrh. 

5. Eyes. Steepening of corneal curvature; intolerance to contact lenses. 

6. Central Nervous System. Headache, migraine, dizziness; mental depression; chorea. 

7. Miscellaneous. Increase or decrease in weight; reduced carbohydrate tolerance; 
aggravation of porphyria; edema; changes in libido. 

Post-Marketing Adverse Events 
Although a causal relationship with Vivelle has not been established, adverse events 
reported from marketing experience include; isolated .reports of anaphylaxis, rare elevated liver 
function 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 
miiseri and vomiting, and withdrawal bleeding may occur in femaies. 

DOSAGE AND ADMINISTRATION 
The adhesive side of the Vivelle system should be placed on a clean, dry area of the trunk of the 
body (including the abdomen or buttocks). The Vivelle system should not be applied to the 
breasts. Tlx: Vivelle system should be replaced twice weekly. The sites of application must be 
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roSated, with an interval of at least 1 week allowed between applications to a particular site. The area 
selected should rsot be oily, damaged, or irritated. The waistline should be avoided, sines tight 
clothing may mb the systan off. The system should be applied immediatdy after cfjening the pouch 
and removing the protective liner. The system should be pressed fiimiy in place with the palm of the 
hand for about 10 seconds, making sure there is good contact, especially around the edges. In the 
event that a system should fall off, the same system may be reapplied If necessary, a rsew system 
may be applied. In either case, the original treatment schedule should be continued 

Initiation of Therapy 
For treatment of moderate-to-severe vasomotor symptoms and vulvar and vaginal atrophy 
associated with the menopame, start therapy with Vivelle estradiol transdermal system 
0.0375 mg/day applied to the skin twice weekly. In order to use the lowest dosage necessary far the 
control of symptoms, decisions to inoease dosage should not be made until after the fest 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 from another 
estradiol transdermal therapy, treatment with the Vivelle estradiol tnmsdenrtal system may be initiated 
at once. In women who are currently taking oral estrogens, treatment with the Vivelle estradiol 
transdeimal system should be initiated I week after withdrawal of oral hormone replacement 
therapy, or sooner if menopausal symptoms reappear in less than I week. 

For the prevention of postmenopausal 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 encounted more frequently in the highest dose group (0.1 
mg/day) than in other active treatment dose groups or in placebo-treated patients. 

Therapeutic Reglmtn 
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 (c.g., three weeks on drug 
followed by one week off drug) with a progestin. 

HOW SUPPLIED 
Vivelle estradiol transdermal system 0.02S mg/day - each 7.25 cm2 system contains 2.17 mg of 
estradiol USP for nominal* delivery of 0.025 mg of estradiol per day 

Patient Calendar Pack of 8 systems. 

Carton of 6 patient Calendar Packs of 8 systems 

Vivelle estradiol transdermal system 0.0375 mg/day - each 11.0 cm2 system contains 3.28 mg 
of estradiol USP for nominal41 delivery of 0.0375 mg of estradiol per day. 
Patient Calendar Pack of 8 systems.. 
Carton of 6 Patient Calendar Packs of 8 systems 
Carton of 24 systems 

NDC 0078-0348-42 

NDC 0078-0348-44 

NDC 0083-2325-08 
NDC 0083-2325-62 
NDC 0083-2325-25 
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Vivelle estradiol transdermal system 0.05 mg/day - each 14.5 cm2 system contains 4.33 mg of 
estradiol USP for nomiml* delivery of 0.05 mg of estradiol per day. 
Patient Calendar Pack of 8 systems 
Carton of 6 Patient Calendar Packs of 8 systems, 
Cafton of 24 systems 

NDC 0083-2326-08 
. . .NDC 0083-2326-62 

NDC 0083-2326-25 

Flvelle estradiol transdermal system 0.075 mg/day - each 22.0 cm2 system contains 6.57 mg of 
estradiol USP for nominal* delivoy of0.075 mg of estradiol per day. 
Patient Calendar Pack of 8 systems 
Carton of 6 Patient Calendar Packs of 8 systems 
Carton of 24 systems 

Vivelle estradiol transdermal system 0.1 mg/day - each 29.0 cm2 system contains 8.66 mg of 
estradiol USP fee nominal* delivery of 0,1 mg of estradiol per day. 
Patient Calendar Pack of 8 systems 
Carton of 6 Patient Calendar Packs of 8 systems 
Carton of 24 systems 

NDC 0083-2327-08 
NDC 0083-2327-62 
NDC 0083-2327-25 

NDC 0083-2328-08 
NDC 0083-2328-62 
NDC 0083-2328-25 

•See DESCRIPTION 

Do not store above 860F (30eC). Do not store unpouched. Apply immediately upon removal from 
the protective pouch. 

REV: Aug 2000 T2000-08 
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Information for the Patient T2000-09 

Vivelle* 
estradiol transdermal system 

Rx only 

ESTROGENS INCREASE THE RISK OF CANCER OF THE UTERUS IN WOMEN 
WHO HAVE HAD THEIR MENOPAUSE ("CHANGE OF LIFE"). 

ff yew use any estrogen-containing drug, it is important to visit your doctor regularly and report any 
unusisa! vagiml bleeding right away. Vaginal bleeding after menopause may be a warning sign of 
uterine cancer. Your doctor should evaluate any unusual vaginal bleeding 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 normally produced during your fertile years. Iti many women this 
decrease in estrogen production causes mcomfortable symptoms, most noticeably hot flushes and 
sleep disturbance. Estrogens ran 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 
estradiol 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 sue of the Vivelle 
system used; the systems are available in five sizes. 

INFORMATION ABOUT VIVELLE 

How Vtvefle works 
Vivelle contains estradiol. When applied to the skin as directed below, the Vivelle system releases 
estradiol, which flows through the skin into the bloodstream. 
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How and Whom to Appfy VTve/Ze 
Each system is individually sealed in a protective pouch. Tear open this pouch at the indentation (do 
Tfot use scissors) and remove (he system. 

% 

A stiff protective liner cows the adhesive side of the systcm-the side that will be placed against your 
skin. This iiner must be removed before applying the system. Hold the unit wish the protective liner 
feemgyou. 

\J&/ 

Pcd off one side of the protective liner and discard it Try to avoid touching the sticky side of the 
system with your Sngers. 

I 
\ 

Using the other half of the iiner as a handle, apply the sticky side of the system to a dry area of the 
skin on the trunk of the body (including the abdomen or buttocks). Press the sticky side on die skin 
and smooth down. 

0 V 

0029 ����



Page 19 

Fold back die ictnaining side of the system. Grasp the straight edge of the protective liner and pull it 
off the system. 

I i 

n 

Press the system firmly in place. 

OR 

Some women may find thai it is more comfortable to wear Vivelle on the buttocks. Do not apply 
Viveile 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 
initated. 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 ! 0 seconds, making sure there is good contact, especially 
around the edges. 

The Vivelle system should be worn contiraiously until it is tune to replace it with a new 
system. You may wish to experiment with different locations when apptying a new system, to find 
ones that are most comfortable for you and where clothing will not rub on the system. 

When to Apply Vlvdh 
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 follow. 
Always change the system om the 2 days of the week you have masked. 

When changing the system, remove the used Vivelle system and discard it. Any 
adhesive thai might remain m your skin can be easily nibbed off. Then pbee the new Viveile system 
on a different skin site. (The same skin site should not be used again for at least 1 week after 
removal of the system.) 
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Please isote; Contact with water when you are bathing, swimming, or showering wiU not 
affect the system. In the event that a system should fell off, put this same system back on and 
cootimie to follow your odgsriai treatment schedule. If necessary, you may apply a new system bat 
continue to follow your original schedule. 

Benefits of treatment with Vhreiie 
Regular use of the Vivelle twice weekly offers relief of moderate-fa-severs symptoms of menopause 
and helps to prevent osteoporosis. Small quantities of the naturally occuning hormone estradiol 
are absorbed through the sldn from the Vivelle system, ensuring a continuous supply of circulating 
hormone in the body. 

USES OF ESTROGEN 
To reduce moderate or severe menopausal symptoms. Estrogens are honnones produced by the 
ovaries. The decrease in the amount of estrogen that occurs in sll women, usually between ages 45 
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 symptoms, such as feelings of warmth in the face, neck, and chest or sudden intense 
episodes of brat and sweating ("hot flashes"). The use of drags containing estrogens 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 these 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 
6 months. 

To treat vulvar and vaginal atrophy (itching, buming, dryness in or around the vagina, 
difficulty or buming on urination) associated with menopause. 
To treat certain conditions in which a young woman'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 mare easily. The bones of the spine, wrists and hips 
break most often in osteoporosis. Both men and women start to lose bone mass after about age 40, 
but women lose bong urns faster after the menopause. Women who are likely to develop 
osteoporos-s ofieri have one or more of the following char^teristics: white or Asian race, slim, 
cigarette smokers, and a family history of osteoporosis in a mother, sister, or aunt. Women who 
have relatively early menopause, often because their ovaries were removed during an operation 
(surgical menopause), also are more likely to develop osteoporosis than women whose menopause 
happens at the average age. 

Using estrogens after the menopause slows down bone thinning and may prevent bones from 
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 exercise 
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-
containing drug. Using estrogens while you are pregnant may cause your unborn child to have birth 
defects. Estrogens do not prevent miscarriage (spontaneous abortion) and are not needed in the days 
following childbirth. If you take estrogens during pregnancy, your unborn 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 molhers did not take 
estrogens dttring pregnancy. These birth defects may affect the baby's urinaiy system and sex organs. 
Daughters bom to mothers who took DBS (an estrogen drog) have a higher 
than usual chance of developing cancer of the vagina or cervix when they become teenagers or young 
adults. Sons may have higher than usual chance of developing cancer of the 
testicles when they become teenagers or young adults. 

If you have unusual vaginal bleeding which has not been evaluated by your doctor (see 
Boxed Warning). Unusual vaginal bleeding ran be a warning sign of cancer of the uterus, especiaUy 
if it happens after menopause. Your doctor must find out the cause of the bleeding so that he or she 
can recommend the proper treatment. Taking estrogens without visiting your doctor can cause you 
serious harm if your vagina! bleeding is caused by cancer of the uterus. 

If you have had cancer. Since estrogens increase the risk of certain types of cancer, you should not 
use estrogens if you have or have ever had cancer of the breast or uterus. 

If you have any circulation problems. Estrogen therapy should be used only after consultation 
with your doctor and only in recommended doses. Patients wish current or past abnormal blood 
clotting should not use estrogens (see DANGERS OF ESTROGENS, below). 

When they are ineffective. During menopause, some women develop nervous symptoms or 
depression. Estrogens do not relieve these symptoms. You may have heard that taking estrogens for 
yeare 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 
breasts from filling with milk aft®' a baby is bora. Such treatnieai may increase the risk of developing 
blood clots (see DANGERS OF ESTROGENS, below). 

If you arc breastfeeding, you shodd 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 of the 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 of cancer seems to fall off quickly. Three other studies 
showed (hat the risk for uterine cancer stayed high for 8 to more than 15 years after stopping 
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 progestin therapy together with 
estrogen therapy may reduce the higher risk of uterine cancer related to estrogen use 
(see OTHER INFORMATION, below). 

if you have had 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 if higher 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 estrogens after menopause are more likely to 
develop gallbladder disease needing surgery than women who do not use estrogens. 

Abnormal blood clotting. Taking estrogens may increase 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 effects have been reported with 
estrogen use; 
• Headache. 
• Nausea and vomiting. 
• Breast tenderness or enlargement. 
• 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. 
• A spotty darkening of the skin, particularly on the face. Skin irritation, redness, or rash may 

occur at the site of application. 
• Back pain. 
• Vaginal spotting or bleeding. 
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In Postmaxkedng experience, although a causal rsbtionship with Vivelle has not been 
established, isolated reporte of anaphylaxis as welt as rare repoits of elevated liver fimctian tests have 
been received. 

REDUCING RISK OF ESTROGEN USE 
If you use estrogens, you can reduce your risks by doing these things; 

See your doctor regularly. While you aie using estrogens, it is impoitaat to visit your doctor at 
least once a year for a check-up. If you develop vaginal bleeding while taking estrogens, you may 
need farther evaluation. If members of your family have had breast cancer or if you have ever had 
breast lumps or an abeormal mammogram (bseast x-ray), yon may need to have more freqyent 
breissf examinations. 

Reassess your need for estrogens. You and your doctor should reevaluate whether or not you still 
need estrogens at least every six months. 

Be alert for signs of trouble. Report these or any other unusual side effects to your doctor 
imnxxfiatety: 
• Abnormal bleeding from the vagina. 
• Pains in the calves or chest, sudden shortness of breath, or coughing blood (indicating possible 

clots in the legs, heart, or lungs). 
• Severe headache, dizziness, faintness, or changes in vision (indicating possible clots in the brain 

or eye). 
• Breast lumps. 
• Yellowing of the skin or eyes. 
• Fain, swelling, or tenderness in the abdomen. 
• Skin irritation, redness, or rash. 

OTHER INFORMATION 
If your uterus has not been removed, your doctor may choose to prescribe a progestin, a 
difTerent hormonal drug to be used in association with estrogen trealment. Progestins lower the risk 
of developing ondometriai hypoplasia, a possible precancerous condition of the 
uterine lining, which may occur while using estrogen. There are possible additicml risks that may be 
associated with the inclusion of a progestin in estrogen treatment The possible risks jnciude 
tmftvorable effects on blood fists and sugars, as well as a possible farther increase in breast cancer 
risk that may be associated with long-term estrogen use. 

Some research has suggested thai estrogen taken without progestins may protect women 
against developing heart disease. However, this effect of estrogen is not certain. 

You ate 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 alone. Do not give the drug to 
anyone else. 

Keep this and all drugs out of the reach of children. In case of overdose, remove the 
system and call your doctor, hospital, or poison control center immediately. 

This leaflet provides a summary of the most important information about estrogens. If you 
want more information, ask your doctor or pharmacist to show you the professional labeling 
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